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(57) Abstract 

The present invention re- 
lates to novel pyrimidine deriva- 
tives of formulae (1-1) and (I- 
2) and pharmaceutically accept- 
able salts thereof which possess 
an excellent anti-secretory activ- 
ity, pharmaceutical compositions 
containing same as an active in- 
gredient, their novel intermedi- 
ates, and processes for the prepa- 
ration thereof. In said formulae, 
R4 and R5, which may be the 
same or different, are indepen- 
dently hydrogen or a C1-C3 alkyl group, or jointly form a cyclopentyl or cyclohexyl ring; A is a group of formula (II) wherein Ri 
and R2 are, independently of each other, hydrogen or a C1-C3 alkyl group, and R3 is hydrogen, a C1-C3 alkyl group or a halogen; and B is 
l-(substimted)-l,2,3,4-tetiahydroisoquinolin-2-yl of formula (III-l) or 7-(substimted)-4,5,6,7-tetrahydrothieno[2,3-c]pyridin-6-yl of formula 
(III-2) wherein R6 is hydrogen or a C1-C3 alkyl group. 
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NOVEL PYRIMIDINE DERIVATIVES AND 
PROCESSES FOR THE PREPARATION THEREOF 



5 Field of the Invf>m-inn 



10 



The present invention relates to novel pyrimidine 
derivatives and pharmaceutical ly acceptable salts thereof 
which possess an excellent anti-secretory activity, 
pharmaceutical compositions containing same as an active 
ingredient, their novel intermediates, and processes for the 
preparation thereof. 



20 



15 Backgro und of the Invention 

For the treatment of peptic ulcer disease, various 
drugs such as antacid, anticholinergic agent, H 2 -receptor 
antagonist and proton pump inhibitor have been used. 
Recently, the advent of omeprazole useful as a proton pump 
inhibitor has rekindled research activities in this field. 

However, it has been pointed out that the proton pump 
inhibition by omeprazole is irreversible, which may induce 
side effects. Accordingly, various attempts to develop a 
reversible proton pump inhibitor are being actively made. 
For example, European Patent Nos. 322133 and 404322 disclose 
quinazoline derivatives, European Patent No. 259174 
describes quinoline derivatives, and WO 91/13337 offers 
pyrimidine derivatives, as a reversible proton pump 
30 inhibitor. Further, the present inventors have also 
reported quinazoline derivatives in WO 94/14795. 



25 



Summary of the Invention 

35 

The present inventors have carried out extensive 
research to develop a reversible proton pump inhibitor with 
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improved efficacy; and, as a result, have discovered that 
pyrimidine derivatives having a tetrahydroisoquinoline group 
at the 2- or 4-position of the pyrimidine nucleus exhibit 
excellent proton pump inhibition effects and possess the 
5 ability to attain a reversible proton pump inhibition. 

Accordingly, it is a primary object of the present 
invention to provide novel pyrimidine derivatives having a 
tetrahydroisoquinoline group at the 2- or 4-position of the 
pyrimidine nucleus, and pharmaceutically acceptable salts 
10 thereof. 

It is another object of the present invention to 
provide processes for preparing said compounds. 

It is a further object of the present invention to 
provide pharmaceutical compositions containing same as 
15 active ingredients. 

It is still another object of the invention to provide 
novel intermediate compounds useful for the preparation of 
the novel pyrimidine derivatives. 

20 

Detailed Description of the Invention 

In accordance with the present invention, there are 
provided novel pyrimidine derivative compounds of formulae 
25 (1-1) and (1-2) inclusive of pharmaceutically acceptable 
salts thereof: 




wherein: 

35 R 4 and R 5 , which may be the same or different, are 
independently hydrogen or a C^-C z alkyl group, or 
jointly form a cyclopentyl or cyclohexyl ring; 



WO 96/05177 



PCT/KR95/00105 



- 3 - 

A is a group of formula (II): 



5 




wherein R, and Rj are, independently of each other, 
hydrogen or a C,-C 5 alkyl group, and R 3 is hydrogen, a 
C^Cj alkyl group or a halogen; and 
10 B is 1- (substituted) -1,2, 3, 4-tetrahydroisoquinolin-2-yl of 
formula (III-l) or 7- (substituted) -4, 5, 6, 7-tetrahydro 
thieno[2,3-c]pyridin-6-yl of formula (III-2) 



15 




(111-1) C"-2) 

20 wherein R 6 is hydrogen or a C^-C z alkyl group. 

Among the compounds of the present invention, preferred 
are those wherein: R v and R 6 are independently hydrogen 
or a methyl group; R 3 is hydrogen or a fluorine; and R 4 and 
25 R s , which may be the same or different, are independently 
hydrogen or a C^-Cj alkyl group, or jointly form a 
cyclopentyl or cyclohexyl ring. 

Particularly, preferred compounds of the present 

30 invention are: 

2- ( 2-methyl-4-f luorophenylamino ) -4- ( 1-methyl-l ,2,3, 4-tetra- 
hydroisoquinolin-2-yl )pyrimidine hydrochloride; 
6-methyl-2- ( 2-methyl-4-f luorophenylamino) -4- (1-methyl-l , 2 , 
3, 4-tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride; 

35 6-methyl-4-( 1-methyl-l , 2 , 3, 4-tetrahydroisoquinolin-2-yl)-2- 
( 4-f luorophenylamino )pyrimidine hydrochloride; 
6-methyl-2- (N-methylphenylamino) -4- ( 1-methyl-l , 2,3, 4-tetra- 
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hydroisoquinolin-2-yl)pyrimidine hydrochloride; 
6-ethyl-2- ( 2-methyl-4-f luorophenylamino ) -4- ( 1 -methyl- 1 , 2 , 
3 , 4-tetrahydroisoquinolin-2-yl )pyrimidine hydrochloride ; 
6-ethyl-2- ( 4-f luorophenylamino) -4- ( 1-methyl-l , 2,3, 4-tetra- 
5 hydroisoquinolin-2-yl)pyrimidine hydrochloride; 

6-ethyl-2- (N-methylphenylamino ) -4- (1-methyl-l, 2,3, 4-tetra- 
hydroisoquinolin-2-yl )pyrimidine hydrochloride; 
6-ethyl-2- ( 2-methylphenylamino) -4- ( 1-methyl-l ,2,3, 4-tetra- 
hydroisoquinolin-2-yl)pyrimidine hydrochloride; 

10 2 - ( 2-methyl-4-f luorophenylamino) -4- ( 1-methyl-l, 2 , 3, 4-tetra- 
hydroisoquinolin-2-yl ) -6-propylpyrimidine hydrochloride; 
4- ( 1-methyl-l , 2,3, 4-tetrahydroisoquinolin-2-yl ) -6-propyl- 
2- ( 4-f luorophenylamino )pyrimidine hydrochloride; 
2- ( N-methylphenylamino ) -4- ( 1-methyl-l , 2,3, 4-tetrahydroiso- 

15 quinolin-2-yl) -6-propylpyrimidine hydrochloride; 

5 , 6-dimethyl-2- ( 2 -methyl -4-f luorophenylamino ) -4- ( 1-methyl- 
1,2,3, 4-tetrahydroisoquinolin-2-yl )pyrimidine hydrochloride; 
( R ) - 5 , 6 -dimethyl - 2 - ( 2 -methyl - 4-f luoropheny 1 amino ) - 4 - ( 1 - 
methyl-1 ,2,3, 4-tetrahydroisoquinolin-2-yl )pyrimidine . 

20 hydrochloride ; 

( S ) -5 > 6-dimethyl-2- ( 2-methyl-4-f luorophenylamino ) -4- ( 1- 
methyl-1 , 2 , 3 , 4-tetrahydroisoquinolin-2-yl Jpyrimidine 
hydrochloride; 

5, 6-dimethyl-2- (4-f luorophenylamino ) -4- ( 1-methyl-l, 2, 3, 4- 
25 tetrahydroisoquinolin-2-yl )pyrimidine hydrochloride; 

( R) -5 ; 6-dimethyl-2- ( 4-f luorophenylamino ) -4- ( 1-methyl-l , 2 , 
3 , 4-tetrahydroisoquinolin-2-y 1 )pyrimidine hydrochloride; 
( S ) -5 , 6-dimethyl-2- ( 4-f luorophenylamino ) -4- ( 1-methyl-l , 2 , 
3, 4-tetrahydroisoquinolin-2-yl )pyrimidine hydrochloride; 
30 . 5, 6-dimethyl-2- (N-methylphenylamino) -4- (1-methyl-l, 2, 3,4- 
tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride; 
( R) -5 , 6-dimethyl-2 - ( N-methylphenylamino ) -4- ( 1-methyl-l , 2 , 
3,4-tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride; 
( S ) -5 , 6-dimethyl-2- (N-methylphenylamino ) -4- ( 1-methyl-l , 2 , 
35 3 , 4-tetrahydroisoquinolin-2-yl )pyrimidine hydrochloride; 
5 , 6-dimethyl-2- ( phenylamino ) -4- ( 1-methyl-l ,2,3, 4-tetra- 
hydroisoquinolin-2-yl)pyrimidine hydrochloride; 
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(R) -5 , 6-dimethy 1-2- ( 4-phenylamino ) -4- ( 1 -methyl- 1 ,2,3,4- 
tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride; 
( S ) -5 , 6-dimethy 1-2- ( 4-f luorophenylamino ) -4- ( 1-methyl- 1 , 2 , 
3, 4-tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride; 
5 5, 6-dimethyl-2-( 2-methylphenylamino) -4- ( 1-methyl-l, 2, 3,4- 
tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride; 
. 5, 6-dimethyl-2-(4-methylphenylamino)-4-( 1-methyl-l, 2, 3,4- 
tetrahydroisoquinolin-2-yl )pyrimidine hydrochloride; 
5-methyl-6-ethyl-2- ( 2 -methy 1-4- f luorophenylamino ) -4- ( 1- 
10 methyl-1 , 2,3, 4-tetrahydroisoquinolin-2-yl )pyrimidine 
hydrochloride; 

5-methyl-6-ethyl-2- ( 4-f luorophenylamino ) -4- ( 1-methyl-l , 2 , 
3,4-tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride; 

5- methyl-6-ethyl-2- (N-methylphenylamino ) -4- ( 1-methyl-l , 2 , 
15 3, 4-tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride; 

2 - ( 2 -methyl -4-f luorophenylamino) -4- ( 1-methyl-l , 2 , 3, 4-tetra- 
hydroisoquinolin-2-yl ) cyclopenta [ d ]pyrimidine hydrochloride; 
2 - ( 4 - f luorophenylamino ) -4 - ( 1 -methyl - 1,2,3,4 - tet rahydro iso- 
quinolin-2-yl) cyclopenta [d]pyrimidine hydrochloride; 
20 2- (N-methylphenylamino ) -4- ( 1-methyl-l , 2,3, 4-tetrahydroiso- 
quinolin-2-yl) cyclopenta[ djpyrimidine hydrochloride; 
2- ( 2-methyl-4-f luorophenylamino ) -4- ( 1-methyl-l , 2,3, 4-tetra- 
hydroisoquinolin-2-yl ) -5 , 6 , 7 , 8-tetrahydroquinazoline 
hydrochloride; 

25 2- (N-methylphenylamino) -4- ( 1-methyl-l, 2, 3, 4-tetrahydroiso- 
quinoline-2-yl ) -5 , 6 , 7 , 8-tetrahydroquinazoline hydrochloride; 

6- methyl-2- ( 2-methyl-4-f luorophenylamino) -4- (1,2,3, 4-tetra- 
hydroisoquinolin-2-yl )pyrimidine hydrochloride; 
6-methyl-2- ( 4-f luorophenylamino ) -4- ( 1 , 2 , 3 , 4-tetrahydroiso- 

30 quinoline-2-yl)pyrimidine hydrochloride; 

6-methyl-2- (N-methylphenylamino ) -4- ( 1 , 2 , 3 , 4-tetrahydroiso- 
quinolin-2-yl )pyrimidine hydrochloride; 

6-ethyl-2- ( 2-methyl-4-f luorophenylamino ) -4- ( 1 , 2 , 3 , 4-tetra- 
hydroisoquinolin-2-yl)pyrimidine hydrochloride; 
35 6-ethyl-2- ( 4-f luorophenylamino ) -4- ( 1 , 2 , 3 , 4-tetrahydroiso- 
quinolin-2-yl )pyrimidine hydrochloride; 

6-ethyl-2-(N-methylphenylamino)-4-(l, 2, 3, 4-tetrahydroiso- 
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quinolin-2-yl )pyrimidine hydrochloride; 

6-ethyl-2- ( 2-methylphenylamino ) -4- (1,2,3, 4-tetrahydroiso- 
quinolin-2-yl)pyrimidine hydrochloride; 

5 , 6-dimethy 1-2- ( 2-methyl-4-f luorophenylamino ) -4- (1,2,3,4- 
5 tetrahydroisoquinolin-2-yl )pyrimidine hydrochloride; 

5 , 6-dimethy 1-2 - ( 4- f luorophenylamino ) -4- (1,2,3, 4-tetrahydro- 
isoquinolin-2-yl)pyrimidine hydrochloride; 

5 . 6- dimethyl-2- (N-methylphenylamino ) -4- (1,2,3, 4-tetrahydro- 
isoquinolin-2-yl)pyrimidine hydrochloride; 

10 5-methyl-6-ethyl-2- ( 2-methyl-4-f luorophenylamino ) -4- (1,2, 
3, 4-tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride; 
5-methyl-6-ethyl-2- ( 4-f luorophenylamino ) -4- ( 1 , 2 , 3 , 4-tetra- 
hydroisoquinolin-2-yl)pyrimidine hydrochloride; 

5- methyl-6-ethyl-2- (N-methylphenylamino ) -4- ( 1 , 2 , 3 , 4-tetra- 
15 hydroisoquinolin-2-yl )pyrimidine hydrochloride ; 

2- ( 2 -methyl- 4-f luorophenylamino ) -4- ( 1 , 2 , 3 , 4-tetrahydroiso- 
quinolin- 2 -y 1 ) cyclopenta [ d ] pyrimidine hydrochloride ; 
2- ( 2-methyl-4-f luorophenylamino ) -4- (1,2,3, 4-tetrahydroiso- 
quinolin-2-yl ) -5 , 6 , 7 , 8-tetrahydroquinazolinehydrochloride; 

20 2- ( 4-f luorophenylamino) -4- (1,2,3, 4-tetrahydroisoquinolin- 
2-yl )-5, 6 , 7 , 8-tetrahydroquinazoline hydrochloride; 
2- (N-methylphenylamino )-4- ( 1, 2, 3, 4-tetrahydroisoquinolin- 
2-yl ) -5 , 6 , 7 , 8-tetrahydroquinazoline hydrochloride ; 
2- ( 2-methylphenylamino) -4- ( 1, 2, 3, 4-tetrahydroisoquinolin- 

25 2-yl)-5, 6, 7, 8-tetrahydroquinazoline hydrochloride; 

6- methyl-2- ( 2-methyl-4-f luorophenylamino ) -4- ( 7-methyl-4 , 5 , 

6 . 7- tetrahydrothieno[ 2 , 3-c ]pyridin-6-yl )pyrimidine 
hydrochloride; 

6-methyl-4- ( 7-methyl-4 ,5,6, 7 -tetrahydrothieno [ 2 , 3-c ] - 
30 pyridin-6-yl ) -2- ( 4-f luorophenylamino ) pyrimidine 
hydrochloride; 

6-methy 1-2 - ( N-methylphenylamino) -4- (7-methyl-4, 5, 6, 7-tetra- 
hydrothieno[ 2, 3-c]pyridin-6-yl)pyrimidine hydrochloride; 
5, 6-dimethy 1 -2 - (2-methyl-4-f luorophenylamino ) -4- ( 7-methyl- 
35 4,5,6 , 7-tetrahydrothieno [ 2 , 3-c ] pyridin-6-yl ) pyrimidine 
hydrochloride; 

5-methyl-2- ( 2-methyl-4-f luorophenylamino ) -4- ( 7-methyl-4 , 5 , 
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6 , 7 - tetrahydro thieno [ 2 , 3-c ] pyridin- 6-y 1 ) - 6-ethylpyr imidine 
hydrochloride; 

6-methyl-4- ( 2-methyl-4-f luorophenylamino) -2- ( 1-methyl-l , 2 , 
3 / 4-tetrahydroisoquinolin-2-yl)pyriniidine hydrochloride; 
5 6 -methyl -4 - ( 4 - f luoropheny 1 amino ) -2 - ( 1 -methyl - 1,2,3, 4-t etra- 
hydroisoquinolin-2-yl)pyrimidine hydrochloride; 
6-methyl-4-(2-methyl-4-fluorophenylamino)-2-(7-methyl-4 / 5, 

6,7-tetrahydrothieno[2,3-c]pyridin-6-yl)pyrimidine 
hydrochloride; 

10 6-methyl-4- (4-f luorophenylamino) -2- (7-methyl-4, 5,6, 7-tetra- 
hydrothienot2, 3-c]pyridin-6-yl)pyrimidine hydrochloride; 
6-ethyl-2- ( 2-methyl-4-f luorophenylamino) -4- ( 1-methyl-l, 2 , 
3,4-tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride; 
6-ethyl-4- ( 2-methyl-4-f luorophenylamino) -2- (1,2,3, 4-tetra- 

15 hydroisoquinolin-2-yl)pyrimidine hydrochloride; 

6-ethyl-4- ( 4-f luorophenylamino ) -2- ( 1 , 2 , 3 , 4-tetrahydroiso- 
quinolin-2-yl)pyrimidine hydrochloride; 

6-ethyl-4- (N-methylphenylamino) -2- (1,2,3, 4-tetrahydroiso- 
quinolin-2-yl)pyrimidine hydrochloride; 
20 5 , 6-dimethy 1-4- ( 2-methyl-4-f luorophenylamino ) -2- ( 1-raethyl- 
1,2, 3,4-tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride; 
( R) -5 , 6-dimethyl-4- ( 2-methy 1-4-f luorophenylamino ) -2- { 1- 
methyl- l , 2 , 3, 4-tetrahydroisoquinolin-2-yl )pyrimidine 
hydrochloride; 

25 (S)-5,6-dimethyl-4-(2-methyl-4-fluorophenylamino)-2-(l- 
methyl-1 , 2 , 3, 4-tetrahydroisoquinolin-2-yl )pyrimidine 
hydrochloride; 

5 , 6-dimethyl-4- ( 4-f luorophenylamino ) -2- ( 1 -methy 1- 1 ,2,3,4- 
tetrahydroisoquinolin-2-yl )pyrimidine hydrochloride; 

30 (R) -5, 6-dimethyl-4-( 4-f luorophenylamino) -2- (1-methyl-l, 2, 
3,4-tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride; 
( S ) -5 , 6-dimethyl-4- ( 4-f luorophenylamino) -2- (1-methyl-l , 2 , 
3,4-tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride; 
5 , 6-dimethyl-4- (N-methylphenylamino) -2- ( 1-methyl-l , 2,3,4- 

35 tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride; 

(R) -5 , 6-dimethyl-4- (N-methylphenylamino ) -2- ( 1-methyl-l , 2 , 
3,4-tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride; 
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( S ) -5 , 6-dimethy 1-4- (N-methylphenylamino ) -2- ( 1 -methyl- 1,2, 
3,4-tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride; 
5 , 6-dimethyl-4- ( 2-methyl-4-f luorophenylamino ) -2- (1,2,3,4- 
tetrahydroisoquinolin-2-yl )pyrimidine hydrochloride; 
5 5 , 6 -dimethyl- 4- ( 4 -f luorophenylamino) - 2- ( 1,2,3, 4-tetrahydro- 
isoquinolin-2-yl)pyrimidine hydrochloride; 
5 , 6-dimethy 1-4- (N-methylphenylamino) -2- (1,2,3, 4-tetrahydro- 
isoquinolin-2-yl)pyrimidine hydrochloride; 
5 , 6-dimethyl-4- ( 2-methyl-4-f luorophenylamino) -2- ( 7-methyl- 
10 4,5,6,7 - t et r ahydrothieno [ 2 , 3 - c ] pyr idin- 6 -y 1 ) pyr imidine 
hydrochloride; 

5 , 6-dimethy 1-2 - ( 7 -methy 1-4 ,5,6, 7-tetrahydrothieno [ 2 , 3-c ] - 
pyridin-6-yl ) -4- ( 4-f luorophenylamino )pyrimidine 
hydrochloride; 

15 5 , 6-dimethyl-4- (N-methylphenylamino ) -2- ( 7-methyl-4 ,5,6,7- 
tetr ahydrothieno [ 2 , 3-c ] pyr idin- 6 -yl ) pyr imidine 
hydrochloride; 

5-methyl-6-ethyl-4- ( 2-methyl-4-f luorophenylamino) -2- ( 1- 
methyl-1 ,2,3, 4-tetrahydroisoquinolin-2-yl ) pyr imidine 

20 hydrochloride; 

4. ( 2-methyl-4-f luorophenylamino) -2- ( 1 -methyl- 1 , 2,3, 4-tetra- 
hydroisoquinolin-2-yl ) cyclopenta [ d]pyr imidine hydrochloride ; 
2 - ( 2 -methyl - 4-f luorophenylamino ) -4 - ( 1 -methyl - 1,2,3,4 - tetra- 
hydroisoquinolin-2-yl ) -5 , 6 , 7 , 8-tetrahydroquinazoline 

25 hydrochloride; and 

4- ( 2-methyl-4-f luorophenylamino ) -2- ( 1 , 2 , 3 , 4-tetrahydroiso- 
quinolin-2-yl ) -5 , 6 , 7 , 8-tetrahydroquinazoline hydrochloride . 

The pyrimidine derivatives of formulae (1-1) and (1-2) 
30 in the present invention may exist in the form of an optical 
isomer, (R) or (S), or a mixture thereof. Both types of the 
isomeric compounds are found to exhibit excellent 
anti-secretory activity. 

The compounds of formulae (1-1) and (1-2) may be 
35 prepared in accordance with Scheme 1 and Scheme 2, 
respectively, described below. 
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Scheme 1 




H 6o « H d> 

(IV) (V-1) (V-2) 

R 2 

B (VI") 
R4 A, NH R1 ^>R 3 



B 

- Z\X 

(VI-1) 



A 

(1-1) 



15 wherein A, B, R,, R 2 , R 3 , r a , r $ and R 6 are the same as 

defined as above. 

Specifically, the compound of formula (1-1) may be 

prepared by a process which comprises: reacting a compound 

of formula (IV) with a compound of formula (V-1) or (V-2) to 
20 give a compound of formula (VI-1 ) ; and reacting the compound 

of formula(VI-l) with a compound of formula(Vll) . 



25 



Scheme 2 

CI HN 



i ui-i 



oh n, r r i (v-D 



60 



(IV) (VIII) 

30 

OH 9' 



or Hl ?' IT~> (v-2) 



R 2 

(VII) 



(IX) (VI-2) (1-2) 
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wherein A, B, R>, Rg, Rj, R 4 , R 5 and R 6 are the same as 
defined as above. 

Further, the compound of f ormula( 1-2 ) may be prepared 
by a process which comprises: hydrolyzing a compound of 
5 formula (IV) at its 4 -position to give a compound of 
formula (VII I) ; reacting the compound of formula (VIII ) with 
a compound of formula (V-l) or (V-2) to give a compound of 
formula(IX); chlorinating the compound of formula(IX) at its 
4-position to give a compound of formula (VI-2); and then 
10 reacting the compound of formula (VI-2) with a compound of 
formula (VII). 

In the processes of Scheme 1 and Scheme 2, the compound 
of formula(IV) may be prepared by using a known process 

15 [ gee , e.g., J. Heterocyclic Chem. , 28, 231(1991); and Org. 
Synth. , Coll. Vol , 638], and the compounds of formula (V-l.) 
and (V-2) may be prepared in accordance with the process 
disclosed in European Patent No. 230871. The compound of 
formula (VI I) is commercially available (for example from 

20 Aldrich Co. in U.S.A.) 

As shown in Scheme 1 and Scheme 2, the pyrimidine 
compounds (IV) and (VIII) are reacted with the compounds of 
formula (V-l) or (V-2) in the presence of an appropriate 
solvent and a base for 1 to 24 hours to give the compounds 

25 of formula (VI-1) or (VI-2), respectively. Suitable 
solvents for this reaction may include dichloromethane, 
acetone, acetonitrile and dimethylf ormamide. The reaction 
temperature preferably ranges from a room temperature to 
150°C. Suitable bases for this reaction may include 

30 triethylamine, N, N-dimethylaniline and pyridine. 

The substituted pyrimidine compounds of formula (VI-1 ) 
and (VI-2) so obtained are then reacted with the compounds 
of formula (VI I) in an appropriate solvent for 2 to 5 hours 
to give the present compounds of formula (1-1) and (1-2), 

35 respectively. Suitable solvents for this reaction may 
include dimethylf ormamide, p-dioxane, dimethylsulf oxide and 
the like. The reaction temperature preferably ranges from 
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80°C and 140°C. 

In the process of Scheme 2, prior to the reaction with 
the compound of formula (V-l) or (V-2), the 4-position of 
the compound of formula (IV) may be hydrolyzed selectively 
5 using NaOH solution in an appropriate solvent. Suitable 
solvents for this reaction may include acetone, acetonitrile 
and tetrahydrof urane . 

The compound of formula (VI-2) is prepared from the 
compound of formula (IX) by using a chlorinating agent such 
10 as phosphorous oxychloride. 

The compounds of formula (VI-1) and (VI-2) prepared as 
above are novel and useful as intermediates for the 
preparation of the pyrimidine compounds of formula ( I- 1) or 
(1-2). Therefore, the present invention encompasses, within 
15 its scope, the novel compounds of formula (VI-1) or (VI-2) 
and processes for the preparation thereof. 

The compounds of the present invention may be 
administered, either orally or intraperitoneally, in an 
effective amount ranging from 0.1 to 500 mg/kg, preferably 
20 from 1.0 to lOOmg/kg into a subject patient per day. 

The present invention further includes, within its 
scope, pharmaceutically acceptable salts of the compounds of 
formula(I-l) and (1-2). The non-toxic salts which fall 
within the scope of the present invention may include 
25 inorganic acid salts such as hydrochloride, sulfate, 
phosphate and nitrate, and organic acid salts such as 
tartrate, fumarate, citrate, mesylate and acetate. 

The pharmaceutically acceptable salts may be prepared 
in accordance with a known method, e.g., by reacting the 
30 compounds of formula (1-1) or (1-2) with the acids mentioned 
above in the presence of a solvent, e.g., ethyl alcohol, 
dichloromethane, ethyl acetate and diethyl ether. 

The present invention also includes within its scope 
pharmaceutical compositions comprising one or more of the 
35 inventive compounds as an active ingredient, in association 
with a pharmaceutically acceptable carrier, excipient and/or 
other additives, if necessary. The active ingredient 
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present in the composition may range from 0.1% to 99,9% by 
weight thereof . 

The following Examples are given for the purpose of 
illustration only, and are not intended to limit the scope 
5 of the invention. l-Methyl-l,2,3,4-tetrahydroisoquinoline, 
(R)-l-methyl~l / 2 / 3 / 4-tetrahydroisoquinolihe and 
( S ) -1 -methyl- 1 ,2,3 , 4-tetrahydroisoquinoline were prepared by 
the same method as described in Preparation of WO 94/14795. 

10 

Preparation 1; Preparation of 7-methvl-4 , 5 , 6 . 7-tetrahvdro- 
thienoT 2 , 3-c lpvridine 

Step 1: 2-(3-thienyl)chloroethane 

15 

Thionyl chloride ( 17ml, 0.23mol) was added dropwise to 
a mixture solution of 2-(3-thienyl)ethanol(22.4ml, 0.2raol) 
and chloroform( 60ml) while maintaining the temperature of 
the reaction system below 10°C, followed by stirring at room 
20 temperature for 1 hour. Then the reaction mixture was 
concentrated under a reduced pressure and distilled in vacuo 
to give 24g of the titled compound. (Yield : 81.5 %) 

Step 2: 7-methyl-6,7-dihydrothieno[2,3-c]pyridine 

25 

To a solution of 2-(3-thienyl)chloroethane(20g, 
0.136mol) prepared in the above Step 1 and anhydrous 
acetonitrile ( 350ml ) was added tin ( IV ) chloride ( 20ml , 
0.17mol) at room temperature. The reaction mixture was 

30 heated to reflux for 16 hours and cooled, to which water was 
added to remove excess tin (IV) chloride. And then the 
reaction mixture was washed by dichloromethane . The water 
layer was separated and basif ied with aqueous K 2 C0 3 solution 
under ice-cooling and then extracted with dichloromethane. 

35 The combined dichloromethane layers were dried over 
magnesium sulfate and concentrated to give 10.56g of the 
titled compound. (Yield : 51%) 



WO 96/05177 



PCI7KR9S/00105 



- 13 - 

Step 3: 7-methyl-4,5, 6, 7-tetrahydrothieno[ 2, 3-c] pyridine 

Sodium borohydride(4.4 g/ 116mmol) was added portionwise 
at room temperature to a mixture solution of 
5 7-methyl-6 , 7-dihydrothieno[ 2 , 3-c Jpyridine( 10 . 5g, 69 . 4mmol ) 
prepared in the above Step 2 and ethanol( 100ml) . After 
stirring for 1 hour, the reaction mixture was diluted with 
water, and extracted with dichloromethane. The combined 
dichloromethane layers were dried over magnesium sulfate and 
10 concentrated to give 10.34g of the titled compound. 
(Yield: 97%) 

Preparation 2 : Preparation of 2 .4-riif»h i or o-6- e frJiv Wimidfn« 

15 step 1: 2-mercapto-6-ethylpyrimidine-4-one 

To a solution of sodium methoxide(24g, 0.44mol) and 
ethanol( 180ml) were added thiourea ( 15 . 22g, 0.2mol) and 
methyl propionylacetate( 25. lml, 0.2mol). After distillating 
solvent slowly, water(200ml) was added to the reaction 
mixture, which was then heated to reflux for 30 minutes. 
Active carbon was added to the reaction mixture, which was 
then stirred for 5 minutes and filtered. The filtrate was 
cooled to a room temperature and acidified by glacial acetic 
acid and the resulting solid was filtered and dried to give 
29g of the titled compound. (Yield : 93%) 



20 



25 



Step 2: 2,4-dihydroxy-6-ethylpyrimidine 

30 A mixture solution of chloroacetic acid(33.3g, 

0.352mol), water (400ml) and 2-mercapto-6-ethylpyrimidine- 
4-one(29g, 0.186mol) prepared in the above Step 1 was heated 
to reflux for 14 hours and cooled to a room temperature. To 
the reaction mixture was added cone. HCl(95ml) and the 

35 mixture was heated to reflux for 1 day. After the reaction 
mixture was cooled to a room temperature and concentrated 
under a reduced pressure, the residue was diluted with 
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water. After stirring for 2 hours, the resulting solid was 
filtered and dried to give 11.16g of the titled compound. 
(Yield : 43%) 

5 Step 3: 2 , 4-dichloro-6-ethylpyrimidine 

A mixture of phosphorous oxychloride(43ml) , 
N , N-dimethy 1 aniline ( 6 . 6ml ) and 2 , 4-dihydroxy-6-ethyl 
pyrimidine(11.12g / 79.3mmol) prepared in the above Step 2 

10 was heated to reflux for 6 hours. The reaction mixture was 
cooled to a room temperature and diluted with dichloro- 
methane. The diluted solution was added slowly to ice 
water, while maintaining the temperature of the reaction 
system below 10°C and the mixture was extracted with 

15 dichloromethane. The combined dichloromethane layers were 
dried over magnesium sulfate and concentrated to give 13.10g 
of the titled compound as an oily form. (Yield : 93.3%) 

Preparation 3 : Preparation of 2 , 4-dichloro-6-propyl~ 
20 pyrimidine 

In accordance with the same procedure as in Preparation 
2, except that sodium methoxide(24g, 0.44mol) / thiourea 
(15.22g, 0.2m6l), ethyl butyrylacetate( 31 . 6ml, 0.2mol) and 
25 ethanol( 180ml) were used as starting materials, 10. 5g of the 
titled compound was prepared as an oily form. 

Preparation 4 : Preparation of 2 , 4-dichloro-5-methvl-6-ethyl- 
pyrimidine 

30 

In accordance with the same procedure as in Preparation 
2, except that sodium methoxide( 24g, 0.44mol), thiourea 
( 15 . 22g, 0 . 2mol ) , ethyl 2-propionyl propionate ( 31 . 6g, 
0.2mol) and ethanol ( 180ml ) were used as starting materials, 
35 16. 5g of the title compound was prepared as an oily form. 
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Example 1 ; Synthesis of 2-/2 -methvl-4-f luorophenvlamino)- 
4- (1-methyl-l ,2,3 , 4-tetrahydr oisoauinolin-2-vl Ipvrimidine 
hydrochloride 

5 Step 1: 4-(l-Methyl-l,2,3,4-tetrahydroisoquinolin-2-yl)- 
2-chloropyrimidine 

A mixture solution of 2,4-dichloropyrimidine(3.0g, 
20mmol ) , 1-methyl-l , 2 , 3, 4-tetrahydroisoquinoline ( 3 . 3g, 

10 22mmol) / triethylamine(3.4ml, 24.4mmol) and N,N-dimethyl 
formamide(20ml) was stirred for 5 hours, diluted with 
dichloromethane, washed with water several times. The 
dichloromethane layer was separated, dried over anhydrous 
sodium sulfate and then concentrated under a reduced 

15 pressure. The resulting residue was crystallized by silica 
gel column chromatography to give 1.5g of the titled 
compound . ( Yield : 28.9%) 

Step 2: 2- (2-Methyl-4-f luorophenylamino) -4- (1-methyl-l, 2, 
20 3 / 4-tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride 

2-Methyl-4-fluoroaniline(l.lml, 10.2mmol) was added to 
a mixture solution of 4- (1-methyl-l, 2, 3, 4-tetrahydroiso 
quinolin-2-yl)-2-chloropyrimidine(1.5g, 5.8mmol) and 

25 dimethylformamide(lOml) . The reaction mixture was stirred 
for 3 hours at 110-120°C, cooled to a room temperature, 
diluted with dichloromethane, and then washed with water. 
The dichloromethane layer was separated, basified with 
aqueous sodium hydroxide, washed with water, dried and 

30 concentrated. The resulting residue was crystallized by 
silica gel column chromatography to give free base form of 
the titled compound. To a mixture solution of the free base 
form of the titled compound and ethyl ether was added 
aqueous hydrochloric acid and the resulting titled compound 

35 was filtered and dried in vacuo. Recrystallization from 
ethanol afforded 1.2g of the titled compound as a white 
crystalline solid. 
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Yield: 58.6% 
M.P. : 160-163°C 

1 H-NMR(DMSO-d 6 ) : 6 1.49(d, 3H), 2.30(s, 3H), 2. 90cm, 2H), 
3.45(m, 1H), 4.20(bs, 1H), 5.40(bs, 1H), 6.05(d, 1H), 
5 6.45(s, 1H), 6.90(m, 2H), 7.18(m, 4H), 7.88(m, 4H), 7.95(d, 
1H). 

Example 2 ; Synthesis of 6-methvl-2- ( 2-methvl-4-f luorophenyl- 
amino) -4- ( 1-methvl-l ,2,3, 4-tetrahvdroisoQuinolin-2-vl ) - 
10 pyrimidine hydrochloride 

Step l: 6-methyl-4-(l-methyl-l,2,3,4-tetrahydroisoquinolin- 
2-yl ) -2-chloropyrimidine 

15 In accordance with the same procedure as in Step 1 of 

Example 1, except that 6-methyl-2 , 4-dichloropyrimidine 
(6.52g, 40mmol), l-methyl-l^^^-tetrahydroisoquinoline 
(6.6g, 44nunol), triethylamine ( 6 . 8ml, 48.8mmol) and 
N,N-dimethylformamide(30ml) were used as starting materials, 

20 5.5g of the titled compound was prepared. (Yield: 50.2%) 

Step 2: 6-methyl-2-(2-methyl-4-f luorophenylamino)-4-(l- 
methyl-1, 2, 3, 4-tetrahydroisoquinolin-2-yl) pyrimidine 
hydrochloride 

25 

After 2-methyl-4-fluoroaniline(l . lml, 10.2mmol) was 
added to a mixture solution of 6-methyl-4-(l-methyl-l,2, 3,4- 
t etrahydroisoquinol in- 2 -y 1 ) -2-chloropyrimidine ( 1 . 5g, 
5.5mmol) and dimethylf ormamide( 10ml ) , 1.2g of the titled 
30 compound was obtained in accordance with the same procedure 
as in Step 2 of Example 1. 
Yield: 51.7% 
M.P. : 177-179°C 

1 H-NMR(DMSO-d 6 ) : 5 1.42(d, 3H), 2.30(s, 3H), 2.32(s, 3H), 
35 2.90(m, 2H), 3.50(qq, 1H), 4.22(qq, 1H), 5.42(qq, 1H), 
6.70(s, 1H), 7.18(m, 6H), 7.63(m, 1H), 9.80(s, 1H), 
13.30(bs, 1H). 
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Example 3 ; Synthesis of 6-methvl-4- ( 1-methvl-l , 2 , 3 , 4-tetra- 
hydroisoauinolin-2-vl)-2-M-f luorophenvlaminolpvrimidine 
hydrochloride 

5 After 4-f luoroaniline (0.8ml , 8.4mmol) was added to a 

mixture solution of 6-methyl-4- ( 1-methyl-l , 2,3, 4-tetrahydro 
isoquinolin-2-yl ) -2-chloropyrimidine ( 1 . 5g, 5 . 5mmol ) and 
dimethyl formamide (10ml), 1.5g of the title compound was 
obtained in accordance with the same procedure as in Step 2 
10 of Example !• 
Yield: 70.7% 
M.P.: 194-196°C 

1 H-NMR(DMSO-d 6 ) : 6 1.50(d, 3H), 2.38(8, 3H), 2.92(bs, 2H), 
3.50(m, 1H), 4.30(qq, 1H), 5.58(qq, 1H), 6.70(s, 1H), 
15 7.1-7.40(m, 6H), 7.60(m, 2H), 10.50(s, 1H), 13.10(bs, 1H) . 

Example 4 : Synthesis of 6-methvl-2-( N-methvlphenylamino)-4- 
( 1-methyl-l ,2,3, 4-tetrahvdroisoquinolin-2-yl )pyrimidine 
hydrochloride 

20 

After N-methylaniline( 0.9ml, 8.4mmol) was added to a 
mixture solution of 6-methyl-4- ( 1-methyl-l , 2 , 3 , 4-tetrahydro 
isoquinolin-2-yl ) -2-chloropyrimidine( 1 . 5g, 5 . 5mmol ) and 
dimethylformamide( 10ml) , 1.2g of the titled compound was 
25 obtained in accordance with the same procedure as in Step 2 
of Example 1 
Yield: 57.3% 
M.P.: 170-172°C 

1 H-NMR(DMSO-d 6 ) : 6 1.40(d, 3H), 2.38(6, 3H), 2.95(m, 2H), 
30 3.58(s, 3H), 3.60(bs, 1H), 4.30(qq, 1H), 5.50(qq, 1H), 
6.70(s, 1H), 7.10-7.38(m, 4H), 7.40-7.60(m, 5H), 12.00(s, 
1H) . 

Example 5 : Synthesis of 6-ethvl-2- I 2-methvl-4-f luorophenyl- 
35 amino) -4- ( 1-methyl-l , 2,3, 4-tetrahydroisoauinolin-2-vl ) - 
pyrimidine hydrochloride 
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Step 1: 6-ethyl-4-( 1-methyl-l, 2,3, 4-tetrahydroisoquinolin- 
2-yl ) -2-chloropyrimidine 

In accordance with the same procedure as in Step 1 of 
5 Example 1, except that 1-methyl-l, 2, 3, 4-tetrahydroiso 
quinoline(4 . Ig, 27 .8mmol) , triethylamine(4.7ml / 33.7mmol) , 
N, N-dimethylf ormamide (20ml ) and 6-ethyl-2 , 4-dichloro 
pyrimidine(4 . 9g, 27.7mmol) obtained in Preparation 2 were 
used as starting materials, 5 . 58g of the titled compound was 
10 prepared. (Yield: 70%) 

Step 2 : 6-ethyl-2- ( 2-methyl-4-f luorphenylamino ) -4- ( 1- 
methyl-1 ,2,3, 4-tetrahydroisoquinolin-2-yl )pyrimidine 
hydrochloride 

15 

After 2-methyl-4-f luoroaniline( 0 .77ml, 6 . 93mmol ) was 
added to a mixture solution of 6-ethyl-4-( 1-methyl-l, 2, 3, 4- 
tetrahydroisoquinolin-2-yl ) - 2-chloropyrimidine ( 1 . 0g, 
3.47mmol) and dimethylformamide(5ml) , 0.92g of the titled 
20 compound was obtained in accordance with the same procedure 
as in Step 2 of Example 1 . 
Yield: 64% 
M.P. : 172-174°C 

n H-NMR(CDCl 3 ) : 6 1 . 38-1 . 60 ( tt+dd, 6H), 2.43(ss, 3H), 2.68- 
25 3.06(m, 4H), 3.76(m, 1H) , 3.94(m, 1H), 5.33(qq, 1H), 
6.01(88, 1H), 6.85-7.30(m, 6H), 7.58(t, 1H), 9.83(s, 1H), 
14.00(s, 1H). 

Example 6 : Synthesis of 6-ethvl-2-( 4-f luorophenvlamino )-4- 
30 ( 1-methyl-l ,2,3, 4-tetrahydroisoquinolin-2-yl Ipyrimidine 
hydrochloride 

After 4-f luoroaniline( 0 . 38ml, 4.01mmol) was added to a 
mixture solution of 6-ethyl-4- (1-methyl-l , 2 , 3, 4-tetrahydro 
35 isoquinolin-2-yl) -2-chloropyrimidine (0.57g, 1.98mmol) and 
dimethylf ormamide (5ml), 0.17g of the titled compound was 
obtained in accordance with the same procedure as in Step 2 
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of Example 1 
Yield: 22% 
M.P.: 156-158°C 

1 H-NMR(DMSO-d 6 ) : 6 1.29(t, 3H>, i. 49 (d 3H, 2 , 

'"!;.«. ; H> ' 7 - t0 - 7 - 65<m ' 2k) ' io - 6 °<- 



10 



After N-n,ethylaniline<0.46ml, 4.2 5lral ol> was added to a 
. ml xture solution of 6 -ethy 1 -4- (1 . ro eth y i- 1 , 2 ,3 / 4-tetra h yd r o 

obta ned <5ml> ' °- 5 ° 9 ° f ""^ ~~ - 

oT^r^"" with the - - a 

Yield: 60% 
20 M.P, : 109-lll°c 

W (DM SO-d 6 ): 6 i. 22(t , 3H>, 1.43<dd, 3H), 2 . 7B(q , 2H) 

3.30(, !H), 3.62 (S , 3H) , 4.37 (mn , X.,^ 70 £ 
«>, 6.70<s, is,, 7.06-7. 58(n,, 9H), 12.15( S/ 1H). 

25 Example R: Svnthe B i B gf g-et hyj 2 o m .fi,, i u , . 

m tn«4-K, , " Y ' ? -' 2 - m ethylnhenv] fl minn| -a. 

After 2-methylaniline<0.46,.l, 4.31,nmol> was added to a 
30 ™ture soiution of 6 -eth yl -4-< ^ethyi-! ,2, 3, 4-tetrahydro 

^ethylforna^de^!,, 0 . 5 2g of the titied compound was 
obtained ln accordance with the san,e procedure as in step 2 
of Example 1. v 
35 Yield: 62% 

M.P. : 78-81°C 

'H-»m ( DHSO-^„ 6 1..0-2.20C, 6B). 2.90<s, 3H,, 3.07«s. 
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1H), 3.24( q/ 2H), 3.43(6, 1H), 3.96( B/ 3H) , 4.16(nun / 1H), 
4.88(mm, 1H), 6.08(qq, 1H), 7.23(ss, 1H), 7.64-7.90(m, 7H), 
8.32(t, 1H), 10.50(s, 1H), 14.10(s, 1H). 

5 Example 9 : Synthesis of 2-/2-m ethvl-4-f 1uorophftn Y lamino)-4- 
( 1-methvl-l .2.3. 4-tetra hvdroisoquinolin-2-vl >-6^propyl- 
pvrimidi ne hydrochloride 

Step l: 4- (1-methyl-l, 2, 3, 4-tetrahydroisoquinolin-2-yl)- 
10 6-propyl-2-chloropyrimidine 

In accordance with the same procedure as in Step 1 of 
Example 1, except that 1-methyl-l ,2, 3, 4-tetrahydroiso 
quinoline(1.6g, 10.9mmol), triethylamine( 1.6ml, 11.5mmol), 
15 H f N-dimethylf ormamide ( 20ml ) and 2 , 4-dichloro-6-propyl 
pyrimidiiie(1.8g, 9.4mmol) obtained, in Preparation 3 were 
used as starting materials, i.6g of the titled compound was 
prepared. (Yield: 56.4%) 

20 Step 2: 2- ( 2-methyl-4-f luorophenylamino) -4- ( 1-methyl-l , 2 , 

3,4-tetrahydroisoquinolin-2-yl)-6-propylpyrimidine 
hydrochloride 



25 



After 4-fluoro-2-methylaniline( 0.35ml, 3.15mmol) was 
added to a mixture solution of 4-( 1-methyl-l, 2, 3, 4 -tetra 

hydroisoquinolin-2-yl)-6-propyl-2-chloropyrimidine(0.5g, 
1.66mmol) and dimethyl f ormamide ( 5ml ) , 0.2g of the titled 
compound was obtained in accordance with the same procedure 
as in Step 2 of Example 1. 
30 Yield: 28.2% 
M.P.: 95-97°C 

1 H-NMR(DMSO-d 6 ): 6 1.00(t, 3H), 1.50(dd, 3H), 1.81( q/ 2H), 
2.35(s, 3H), 2.70(t, 2H), 2.94(bd, 2H), 3.60(mm ; 1H), 
4.30(dd, 1H), 5.55(dd, 1H), 6.70(s, 1H), 7.22(bs, 6H), 
35 7.75(bs, 1H), 9.90(s, 1H), 13.30(bs, 1H) . 
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Example 1Q : Synthesis of i-hyi- i.a. a . A . WyJthvdro<llft . 

quinolin-2-Y1)-6-propvl-2-f4-flu Q r Q nh ft nY^« min 0 ^pY rim^HSn C 
hydrochloride 

5 After 4-fluoroaniline( 0.27ml, 2.85mmol) was added to a 

mixture solution of 4-<l-methyl-l,2,3,4-tetrahydroiso 
quinolin-2-yl )-6-propyl-2-chloropyrimidine( 0. 5g, l . 66mmol) 
and dimethylformamide(5ml) / 0.3g of the titled compound was 
obtained in accordance with the same procedure as in Step 2 
10 of Example 1. 
Yield: 43.8% 
M.P.: 100-105°C 

1 H-NMR(DMSO-d6): 6 0.96(t, 3H), 1.54<m, 3H), 1.75(q, 2H) , 
2.60(t, 2H), 2.96(m / 2H), 3.62<mm, 1H), 4.35(q q/ 1 H)/ 
15 5.60<qq, 1H), 6.70(d, 1H), 7.00-7. 40<m, 6H) , 7.62cm, 2H) . 

Example 11 : 2- (N-methvl phenyl mni n» } _ 4 - g ^methyj -1.2.3.4- 
tetrahYdroifioquinoli n -?-vn-fi-nrr> rYlr yr i mid ^ n ^ hy d rochloric 

20 After N-methylaniline( 0.27ml, 2.49mmol) was added to a 

mixture solution of 4- ( 1-methyl-l ,2,3, 4-tetrahydroiso 
quinolin-2-yl ) -6-propyl-2-chloropyrimidine ( 0 . 5g, 1 . 66mmol ) 
and dimethylformamide (5ml), 0.5g of the title compound was 
obtained in accordance with the same procedure as in Step 2 

25 of Example 1 . 
Yield: 73.6% 
M.P.: 92-94°C 

1 H-NMR(DMSO-d 6 ) : 6 0.96(t, 3H), 1.46(dd, 3H), 1.59(q, 2H), 
2.57(t, 2H), 2.90(bd, 2H), 3.50(mm+d, 4H), 4.35(qq, 1H), 
5.56(qq, 1H) , 6.65(d, 1H), 7.00-7. 70(m, 9H). 

Example 12: Synthesis of 5 . 6-di methvl-2- f 2-methyT -A-f i uoro . 
pheny lamino ) -4- M -methvl- 1 .7 .3. 4-tetrahydroisog n inni ^- 
2-vllpy rimidine hydrochloride 



30 



35 



Step l: 5,6-Dimethyl-2,4-dichloropyrimidine 
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A mixture solution of 5 , 6-dimethy 1-2 > 4-dihydroxy 
pyrimidine(72g / 0.51mol), phosphorus oxychioride( 250ml) and 
N,N-dimethylaniline(41ml) was heated to reflux for 3 hours. 
After cooling to room temperature, the reaction mixture was 
5 added slowly to ice water. The resulting solid was filtered 
and recrystallized from dichloromethane to give 54. 3g of the 
titled compound. (Yield: 60%) 

Step 2 : 5 , 6 -Dimethyl -4- ( 1 -me thy 1-1 , 2 , 3 , 4-tetrahydroiso 
10 quinolin-2-yl J )-2-chloropyrimidine 

In accordance with the same procedure as in Step 1 of 
Example 1 , except that 1-methyl-l , 2,3, 4-tetrahydroiso 
quinoline(3.9g, 26.4mmol) and 5 , 6-dimethyl-2 , 4-dichloro 
15 pyrimidine(4.3g, 24mmol) prepared in the above Step 1 were 
used as starting materials, 4.17g of the titled compound was 
prepared. (Yield: 60.4%) 

Step 3 : 5 , 6 -Dimethyl - 2 - ( 2 -methyl -4 - f 1 uoropheny lamino ) - 
20 4- ( 1-methyl-l , 2,3, 4-tetrahydroisoquinolin-2-yl )pyrimidine 
hydrochloride 

After 2-methyl-4-f luoroaniline( 1 . lml, 9.9mmol) was 
added to a mixture solution of 5, 6-dimethyl-4-( 1-methyl- 

25 1,2,3 , 4-tetrahydroisoquinolin-2-yl ) -2-chloropyrimidine( 1 . 4g, 
4.8mmol) prepared in the above Step 2 and dimethyl formamide 
(10ml), 1.35g of the titled compound was obtained in 
accordance with the same procedure as in Step 2 of 
Example 1 . 

30 Yield: 68% 

M.P.: 201-205°C 

1 H-NMR(DMSO-d 6 ) : 6 1.58<d, 3H), 2.17(s, 3H), 2.36(s, 3H), 
2.89(bd, 1H), 3.08(m, 1H), 3.59(m, 1H), 4.19(bd, 1H), 
5.38(q, 1H), 7.34(m, 6H), 7.60(m, 2H), 10.40<s, 1H). 

35 

Example 13 : Synthesis of (R)-5 . 6-Dimethyl-2- ( 2-methvl- 
4-f luorophenvlaroino) -4- ( 1 -methyl- 1 , 2 , 3 , 4-tetrahvdroiso- 



WO 96/05177 PCT/KR95/00105 

- 23 - 

guinolin-2-vl Ipyrimidine hydrochloride 

Step 1: (R)-5,6-Dimethyl-4-(l-methyl-l, 2,3, 4-tetrahydroiso- 
quinolin-2-yl ) -2-chloropyrimidine 

5 

In accordance with the same procedure as in Step 1 of 
Example 1, except that (R)-l-methyl-l, 2, 3, 4-tetrahydroiso 
quinoline(3.9g, 2 6.4mmol) and 5, 6-dimethyl-2 , 4-dichloro 
pyridine < 4. 3g, 24mmol) were used as starting materials, 
10 4.35g of the titled compound was prepared. (Yield: 63%) 

Step 2 : ( R ) - 5 , 6 -Dimethyl - 2 - ( 2 -methyl - 4 - f luoropheny 1 amino ) - 
4- ( 1-methyl-l , 2,3, 4-tetrahydroisoquinolin-2-yl ) pyrimidine 
hydrochloride 

15 

After 2-methyl-4-f luoroaniline( 1.1ml, 9.9mmol) was 
added to a mixture solution of (R) -5, 6-dimethyl-4- ( 1- 
methyl- 1 ,2,3, 4-tetrahydroisoquinolin-2-yl ) -2-chloropyrimid 
ine(1.4g, 4.8mmol) obtained in the above Step 1 and 
20 dimethylformamide(lOml) , 1.10g of the titled compound was 
obtained in accordance with the same procedure as in Step 2 
of Example 1. 
Yield: 55.5% 
M.P.: 203-205°C 

25 1 H-NMR(DMSO-d 6 ) : 5 1.58(d, 3H), 2.17(s, 3H) , 2.36(5, 3H), 
2.89(bd, 1H), 3.08(m, 1H), 3.59(m, 1H), 4.19(bd, 1H), 
5.38(q, 1H), 7.34(m, 6H), 7.60(m, 2H), 10.40(s, 1H). 

Example 14 : Synthesis of ( S ) -5 , 6-dimethyl-2- ( 2-methyl- 
30 4-f luorophenvlamino ) -4- ( 1 -methyl- 1 ,2,3, 4-tetrahvdro- 
isoauinolin-2-yl)pyrimidine hydrochloride 

Step 1: (S)-5,6-Dimethyl-4-(l-methyl-l,2, 3 , 4-tetrahydroiso- 
quinolin-2-yl ) -2-chloropyrimidine 

35 

In accordance with the same procedure as in Step 1 of 
Example 1, except that ( S ) -1-methyl-l , 2 , 3 , 4-tetrahydroiso- 
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quinoline( 3 . 9g, 26 . 4iranol ) and 5, 6-dimethyl-2 , 4-dichloro- 
pyridine(4 . 3g, 24mmol) were U6ed as starting materials, 4.2g 
of the titled compound was prepared. (Yield: 60.8%) 

5 Step 2: (S)-5, 6-Dimethyl-2- ( 2-methyl-4-f luorophenylamino)- 
4- ( 1-methyl-l , 2 , 3 , 4-tetrahydroisoquinolin-2-yl )pyrimidine 
hydrochloride 

After 2-methyl-4-f luoroaniline( 1.1ml, 9.9iranol) was 
10 added to a mixture solution of (S)-5, 6-dimethyl-4- ( 1 -methyl- 
1 , 2 , 3 , 4-tetrahydroisoquinolin-2-y 1 ) -2-chloropyrimidine ( 1 . 4g, 
4.8mmol) obtained in the above Step 1 and dimethylf ormamide 
(10ml), 0.90g of the title compound was obtained in 
accordance with the same procedure as in Step 2 of 
15 Example 1. 
Yield: 45.5% 
M.P.: 202-204°C 

1 H-NMR(DMSO-d 6 ) : 6 1.58(d, 3H), 2.17(6, 3H), 2.36(s, 3H), 
2.89(bd, 1H), 3.08(m, 1H), 3.59(m, 1H), 4.19(bd, 1H), 
20 5.38(q, 1H), 7.34(m, 6H), 7.60(m, 2H), 10.40(s, 1H). 

Example 15 : Synthesis of 5 , 6-dimethvl-2- ( 4-f luorophenvl- 
amino ) -4- ( 1-methvl-l , 2 , 3 , 4-tetrahydroisoquinolin-2-vl ) - 
pyrimidine hydrochloride 

25 

After 4-f luoroaniline( 1.0ml, lOmmol) was added to a 
mixture solution of 5 , 6-dimethyl-4- ( 1-methyl- 1 ,2,3,4- 
tetrahydroisoquinolin-2-yl ) -2-chloropyrimidine ( 1 . 4g , 
4.8mmol) and dimethylf ormamide ( 10ml ) , 1.32g of the title 
30 compound was obtained in accordance with the same procedure 
as in Step 2 of Example 1 . 
Yield: 69% 
M.P.: 205-208°C 

1 H-NMR(DMSO-d 6 ) : 6 1.58(d, 3H), 2.17(s, 3H), 2.36(s, 3H), 
35 2-89(bd, 1H), 3.08(m, 1H), 3.59(m, 1H), 4.19(bd, 1H), 
5.38(q, 1H), 7.34(m, 6H), 7.60(m, 2H), 10.40(s, 1H). 



10 
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Example 16 : Synthesis of ( R) -5 . 6-di .methvl -7- < 4-f luorophmiyi - 
amino ) -4- ( 1-methvl-l , 2.3. 4-te trahvdroi Roauinol in-?-yi )- 
pvrimidine hydrochloride ~~ ~~~~~ 

5 After 4-fluoroaniline(lml, lOmmol) was added to a 

mixture solution of <R)-5, 6-dimethyl-4-(l-methyl-l, 2,3,4- 
tetrahydroisoquinolin-2-yl ) -2-chloropyrimidine ( 1 . 4g, 
4.8mmol) and dimethylf ormamide( 10ml ) , 1.20g of the titled 
compound was obtained in accordance with the same procedure 
as in Step 2 of Example 1. 
Yield: 62.7% 
M.P.: 205-207°C 

1 H-NMR(DMSO-d 6 ) : 6 1.58(d, 3H), 2.17(s, 3H), 2.36(s, 3H), 
2.89(bd, 1H), 3.08(m, 1H) , 3.59(m, 1H), 4.19(bd, 1H), 
15 5.38(q, 1H), 7.34{m, 6H), 7.60(m, 2H), 10.40(s, 1H). 

Example 17 : Synthesis of (S)-5. 6- dimethvl-?-f 4-f luomp h^nyT - 
amino ) -4- ( 1 -methyl- 1.2.3. 4-t e tr ahvdroi B nquinolin-2-y 1 ) - 
pvrimidin e hydrochloride 

20 

After 4-fluoroaniline(lml, lOmmol) was added to a 
mixture solution of (S)-5, 6-dimethyl-4-(l-methyl-l,2, 3,4- 

tetrahydroisoquinolin-2-yl) -2-chloropyrimidine (1.4g, 
4.8mmol) and dimethylf ormamide( 10ml) , 1.50g of the titled 
25 compound was obtained in accordance with the same procedure 
as in Step 2 of Example 1. 
Yield: 78.3% 
M.P.: 204-206°C 

1 H-NMR(DMSO-d 6 ): 6 1.58(d, 3H), 2.17(s, 3H), 2.36(s, 3H) , 
30 2.89(bd, 1H), 3.08(m, 1H), 3.59(m, 1H), 4.19(bd, 1H) , 
5.38(q, 1H), 7.34(m, 6H), 7.60(m, 2H), 10.40(s, 1H) . 

Example 18: Synthesis of 5 . 6 -dimethyl -3- (N-methyl p henyl - 
amino) -4- (1- methvl-1 . 2.3. 4-tetrahydroiso a uinolin-2-y i ) - 
35 pvrimidine hydrochloride 



After N-methylaniline( 1.5ml, 14mmol) was added to a 
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mixture solution of 5,6-dimethyl-4-(l-methyl-l,2,3,4- 
tetrahydroisoquinolin-2-yl)-2-chloropyrimidine( 1 . 9g, 
6.6mmol) and dimethylformamide( 10ml) , 0.25g of the titled 
compound was obtained in accordance with the same procedure 
5 as in Step 2 of Example 1. 
Yield: 9% 
M.P.: 220-222°C 

1 H-NMR(CDC1 3 ) : 6 1.34<d, 3H), 2.19(6, 3H) , 2.77(s, 3H), 
2.93(bd, 2H), 3.48(m, 1H), 3.98(s, 3H), 4.04(bd, 1H), 
10 5.02(m, 1H), 6.88(m, 1H), 7.16-7.42(m, 5H), 7.58<m, 3H), 
13.42(bd, 1H). 

Example 19; Synthesis of (R)-5.6-Dimethvl-2-(N-methvlphenvl- 
amino ) -4- ( 1-methvl-l .2. 3, 4-tetrahvdroisoouinolin-2-yl \ - 
15 pvrimidine hydrochloride 

After N-methylaniline( 1.04ml, 9.6mmol) was added to a 
mixture solution of (R)-5,6-dimethyl-4-(l-methyl-l,2, 
3,4-tetrahydroisoquinolin-2-yl)-2-chloropyrimidine(1.4g, 
20 4.8mmol) and dimethyl f ormamide( 10ml ) , 0.55g of the title 
compound was obtained in accordance with the same procedure 
as in Step 2 of Example 1. 
Yield: 29% 
M.P.: 221-223°C 

25 1 H-NMR(CDC1 3 ): 6 1.34(d, 3H), 2.19(s, 3H), 2.77(s, 3H), 
2.93(bd, 2H), 3.48(m, 1H), 3.98( S/ 3H), 4.04(bd, 1H), 
5.02(m, 1H), 6.88(m, 1H), 7.16-7.42(m, 5H), 7.58(111, 3H), 
13.42(bd, 1H). 

30 Example 20 : Synthesis of ( S) -5 , 6-dimethvl-2- (N-methvlphenvl- 
amino ) -4- f 1-methyl-l . 2.3. 4-tetrahydroisoouinolin-2-vl ^ - 
pvrimidine hydrochloride 

After N-methylaniline( 1 .04ml, 9 . 6mmol ) was added to a 
35 mixture solution of ( S ) -5 , 6-dimethyl-4- ( 1-methyl-l , 2 , 3 , 4- 
tetrahydroisoquinolin-2-yl ) -2-chloropyrimidine ( 1 . 4g, 
4.8mmol) and dimethylformamide( 10ml ) , 0.70g of the titled 
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compound was obtained in accordance with the same procedure 
as in Step 2 of Example 1. 
Yield: 37% 
M.P. : 220-223°C 

5 1 H-NMR(CDC1 3 ) : 6 1.34(d, 3H), 2.19(s, 3H), 2.77<s, 3H), 
2.93<bd, 2H), 3.48(m, 1H), 3.98(6, 3H), 4.04(bd, 1H), 
5.02(m, 1H), 6.88(m, 1H), 7.16-7.42(m, 5H), 7.58(m, 3H), 
13.42(bd, 1H) . 

10 Example 21: Synthesis of 5 . 6-dimethvl-2-f phenvlaminol -4- ri- 
methvl-1 . 2 . 3 ♦ 4-tetr ahvdroisoauinolin-2-vl ^pvrimidine 
hydrochloride 

After aniline (0 .53ml, 5.5mmol) was added to a mixture 
15 solution of 5,6-dimethyl-4-(l-methyl-l,2,3,4-tetrahydroiso 
quinolin-2-yl)-2-chloropyrimidine(0. 72g, 2.5mmol) and 
dimethylformamide(5ml) , 0.21g of the titled compound was 
obtained in accordance with the same procedure as in Step 2 
of Example 1 . 
20 Yield: 22% 

M.P.: 243-245°C 

1 H-NMR(DMSO-d 6 ) : 6 1.58<d, 3H), 2.15(s, 3H), 2.34( S/ 3H), 
2.90(bd, 1H), 3.12(m, 1H), 3.64(m, 1H), 4.25(m, 1H), 5.42(q, 
1H), 7.21(m / 5H), 7.43(m, 2H), 7.56(m, 2H), 10.30(s, 1H) , 
25 13.35(bd, 1H) . 

Example 22: Synthesis of (m-5, 6-Dimethvl-2-(4-phenvl- 
amino ) -4- f l- methvl- 1 .2.3. 4-tetrahvdroisoauinolin-2-vl ) - 
pvrimidine hydrochloride 

30 

After aniline (0.53ml, 5.5mmol) was added to a mixture 
solution of (R) -5 , 6-dimethyl-4- ( 1-methyl-l , 2,3, 4-tetrahydro 
isoquinolin-2-yl)-2-chloropyrimidine(0.72g, 2.5mmol) and 
dimethylformamide(5ml) , 0.25g of the titled compound was 
35 obtained in accordance with the same procedure as in Step 2 
of Example 1 . 
Yield: 26% 
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M.P. : 243-246°C 

1 H-NMR(DMSO-d 6 ) : 5 1.58(d, 3H), 2.15(8, 3H), 2.35(8, 3H), 
2.89(bd, 1H), 3.12(m, 1H), 3.64(m, 1H), 4.25(m, 1H), 5.42(q, 
1H), 7.20(m, 5H), 7.43(m, 2H), 7.56(10, 2H), 10.30(8, 1H), 
5 13.35(bd, 1H). 

Example 23 ; Synthesis of ( SI -5 , 6-Dimethvl-2-( 4-f luorophenvl- 
a ^inol -4- ( 1-methvl-l .2.3 . 4-tetra hydroisoauinolin-2-vl 
pyrimidine h ydrochloride 

10 

After aniline (0. 53ml , 5.5mmol) was added to a mixture 
solution of (S)-5,6-dimethyl-4-(l-methyl-l,2,3,4-tetrahydro- 
isoquinolin-2-yl)-2-chloropyrimidine(0.72g, 2.5mmol) and 
dimethylformamide(5ml) , 0.20g of the titled compound was 
15 obtained in accordance with the same procedure as in Step 2 
of Example 1. 
Yield: 21% 
M.P.: 243-245°C 

1 H-NMR(DMSO-d 6 ) : 6 1.58(d, 3H), 2.15(s, 3H), 2.34(s, 3H), 
20 2.89(bd, 1H), 3.12(m, 1H), 3.64(m, 1H), 4.25(m, 1H), 5.42(q, 
1H), 7.20(m, 5H), 7.43(m, 2H) f 7.56(111, 2H), 10.30(s, 1H), 
13.35(bd, 1H). 

Example 24 : Synthesis of 5 , 6-Dimethvl- 2- ( 2-methvlphenyl- 
25 amino) -4- < 1 -methyl- 1 .2.3. 4- tetrahvdroisoauinolin-2-yl ) - 
pyrimidine hydrochloride 

After 2-methylaniline( 1.0ml, 9.6mmol) was added to a 
mixture solution of 5, 6-Dimethyl-4-(l-methyl-l,2,3,4-tetra 

30 hydroisoquinolin-2-yl)-2-chloropyrimidine(1.34g, 4.6mmol) 
and dimethylformamide(5ml), 0.65g of the titled compound was 
obtained in accordance with the same procedure as in Step 2 
of Example 1 . 
Yield: 36% 

35 M.P.: 94-96°C 

1 H-NMR(DMSO-d 6 ): 6 1.52(d, 3H), 2.17(s, 3H), 2.30(s, 3H), 
2.37(s, 3H), 2.82(d, 1H), 3.01(m, 1H), 3.54(t, 1H), 4.15(bd, 



WO 96/05177 PCT/KR95/00105 

- 29 - 

1H), 5.31(t, 1H), 7.15(m, 5H), 7.30(111, 2H), 7.73(d, 1H), 
9.55(s, 1H), 13.73(5(1, 1H). 

Example 25 : Synthesis of 5 , 6-dimethvl-2-( 4-methvlphenvl- 
5 amino ) -4- ( 1-methv l-l ,2,3, 4-tetrahvdroi6oauinolin-2-vl ) - 
pvrimidine hydrochloride 

After p-toluidine( 0.45g, 4.20mmol) was added to a 
mixture solution of 5,6-dimethyl-4-(l-methyl-l,2,3,4- 

10 tetrahydroisoquinolin-2-yl ) -2-chloropyrimidine ( 0 . 80g, 
2.78mmol) and dimethylformaraide(5ml) , 0.30g of the titled 
compound was obtained in accordance with the same procedure 
as in Step 2 of Example 1. 
Yield: 27% 

15 M.P.: 243-245°C 

1 H-NMR(CDC1 3 ): 6 1.64(d / 3H), 2.18(5, 3H), 2.36(s, 3H), 
2.44(6, 3H), 2.87(bd, 1H), 3.28(tt, 1H), 3.60(tt, 1H), 
4.30<bd, 1H), 5.42(q, 1H), 7 . 08-7 . 23 <m, 6H), 7.52(d, 2H), 
10.20(6, 1H), 14.10(bs, 1H). 

20 

Example 26 : Synthesis of 5-methyl-6-ethvl-2- ( 2-methvl- 
4-f luorophenvlamino)-4-f 1-methyl-l , 2,3, 4-tetrahvdro- 
isoquinolin-2-vl Ipvrimidine hydrochloride 

25 Step 1: 5-Methyl-6-ethyl-4-(l,2,3,4-tetrahydroisoquinolin- 
2-yl ) -2-chloropyrimidine 

In accordance with the same procedure as in Step 1 of 
Example 1, except that 1-methyl-l , 2 , 3 , 4-tetrahydroiso- 
30 quinoline (2.3g, 15.6mmol) and 2,4-dichloro-5-methyl- 

6-ethylpyrimidine (2.7g, 14.1mmol) prepared in Preparation 
4 were used as starting materials, 2.3g of the titled 
compound was prepared. (Yield: 54%) 

35 Step 2: 5-Methyl-6-ethyl-2-(2-methyl-4-f luorophenylamino)-4- 
( 1-methyl-l , 2,3, 4-tetrahydroisoquinolin-2-yl )pyrimidine 
hydrochloride 
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After 4-f luoro-2-methylaniline( 0.55ml, 4 .95mmol) was 
added to a mixture solution of 5-methyl-6-ethyl-4-(l,2,3,4- 
tetrahydroisoquinolin-2-yl ) -2-chloropyrimidine ( 0 . 80g, 
2.65mmol) and dimethylf ormamide (5ml), 0.25g of the titled 
5 compound was obtained in accordance with the same procedure 
as in Step 2 of Example 1. 
Yield: 22.lt 
M.P.: 171-173°C 

1 H-NMR.(DMSO-d 6 ) : 6 1.20(t, 3H), 1.46(d, 3H), 2.16(s, 3H), 
10 2.22(s, 3H), 2.68(q, 2H), 2.95<m, 1H), 3.48<t, 1H), 4.12(d, 
2H), 5.20(q, 1H), 6.90-7.30(m, 6H), 7.58(m, 1H). 

Example 27 : Synthesis of 5-methvl-6-ethyl-2-( 4-f luoroohenvl- 
amino ) -4- ( 1 -methyl- 1 , 2 ,3 , 4-tetrahydroisoquinolin-2-yl ) 
15 pyrimidine hydrochloride 

After 4-f luoroaniline( 0.50ml, 5.28mmol) was added to a 
mixture solution of 5-methyl-6-ethyl-4- ( 1 -methyl- 1,2,3,4- 
tetrahydroisoquinolin-2-yl )-2-chloropyrimidine ( 0 . 80g, 
20 2.65mmol) and dimethylformamide(5ml) , 0.55g of the titled 
compound was obtained in accordance with the same procedure 
as in Step 2 of Example 1. 
Yield: 50.3% 
M.P.: 198-200°C 

25 1 H-NMR(DMSO-d 6 ) : 6 1.20(t, 3H), 1.56(d, 3H), 2.18(s, 3H), 
2.56(q,2H), 2.81(bd, 1H), 3.05(m, 1H), 3.58(t, 1H), 4.41(d, 
1H), 5.38(q, 1H), 7.00-7.40(m, 6H), 7.58(m, 2H). 

Example 28 : Synthesis of 5-methyl-6-ethvl-2- (N-methvlphenyl- 
30 amino ) -4- ( 1-methyl-l , 2 , 3 , 4-tetrahydroisoquinolin-2-yl ) - 
pyrimidine hydrochloride 

After N-methylaniline( 0.44ml, 4.06mmol) was added to a 
mixed solution of 5-methyl-6-ethyl-4- ( 1-methyl-l , 2,3, 4-tetra 
35 hydroisoquinolin-2-yl)-2-chloropyrimidine(().80g, 2 . 65mmol) 
and dimethylformamide(5ml) , 0.60g of the titled compound was 
obtained in accordance with the same procedure as in Step 2 
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of Example 1. 
Yield: 55.4% 
M.P.: 214-216°C 

1 H-NMR(DMSO-d 6 ) : 6 1.90( t/ 3H), 1.46<d, 3H), 2.18(8, 3H), 
5 2.67<q, 2H), 2.79(b S/ 2H), 2.90-3. 18<m, 1 H)/ 3 . 40-3 . 60<s + m, 
4H), 4.18(d d/ 1H), 5.25 (q/ 1 H ), 7.05-7.20(8, 4H), 
7.32-7.58(m, 5H). 

■ ^camDle_19: SyntheeiB of .^ luoronh ^ y , _ 

10 4 -n-meth Y 1 -1 « 2 , 3 , 4-tetrahvdroi gog uino] in-2-vl ) cy cloDenta 
fdlpyrimldine hyd rochloride 



15 



20 



30 



35 



Step 1: 2-Amino-4-hydroxycyclopenta[d]pyrimidine 



A solution of 2-ethoxycarbonyl cyclopentanone (114ml, 
0.77mol) and N /N -dimethylformamide (40ml) was added dropwise 
to a mixture solution of sodium methoxide(83.2 g/ 0.44mol) 
and N,N-dimethylformamide(80ml) / while maintaining the 
temperature of the reaction system below 0«C. a solution of 
guanidine HC1 salt (Big, 0.85mol) and methanol ( 127ml) was 
added to the above reaction mixture and then was heated to 
reflux for 14 hours. The reaction mixture was neutralized 
by cone. HC1 and the resulting solid was filtered and dried 
under reduced pressure to give 20.69g of titled compound. 
25 (Yield: 18%) 

Step 2: 2,4-Dihydroxycyclopenta[d]pyrimidine 



To a mixture solution of 20% HCl(62ml) and 2-amino- 
4-hydroxycyclopenta[d]pyrimidine (20.6g, 0.136mol) prepared 
in the above Step 1 was added aqueous solution of sodium 
nitrite (19.4g) for 4 hours while keeping the temperature of 
the reaction system at 70°C. The reaction mixture was 
cooled to 0°C and the resulting solid was filtered, dried 
under reduced pressure to give 15.43g of titled compound. 
(Yield: 74.6%) 
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Step 3: 2,4-dichlorocyclopenta[d]pyrimidine 

A mixture solution of phosphorous oxychloride(49ml) , 
N / N-dimethy laniline ( 8 . 0ml ) and 2 , 4-dihydroxycyclopenta [ d ] 
5 pyr imidine (1 5. 4g, O.lmol) prepared in the above Step 2 wa6 
heated to reflux for 3 hours and cooled to a room 
temperature. After the reaction mixture was diluted with 
dichloromethane, the diluted solution was added to ice 
water , while maintaining the temperature of the reaction 
10 system below 10°C. The reaction mixture was extracted with 
dichloromethane, dried over anhydrous sodium sulfate and 
concentrated in vacuo to give 2.8g of titled compound as an 
oily form. (Yield: 15%) 

15 Step 4 : 4- ( 1-Methyl-l , 2,3, 4-tetrahydroisoquiholin-2-yl )- 
2 -chlorocy clopenta [ d ] pyr imidine 

In accordance with the same procedure as in Step 1 of 
Example 1, except that 1-methyl-l , 2 , 3, 4-tetrahydroiso- 
20 quinoline(l .7g, 11.55mmol) and 2, 4-dichlorocyclopenta[d] 
pyr imidine ( 2 .0g, 10.5mmol) prepared in the above Step 3 were 
used as starting materials, 1.95g of the title compound was 
prepared. (Yield: 62%) 

25 Step 5 : 2- ( 2-Methyl-4-f luorophenyl amino ) -4- ( 1-methyl-l , 2 , 
3, 4-tetrahydroisoquinolin-2-yl)cyclopenta[d]pyrimidine 
hydrochloride 

After 4-f luoro-2-methylaniline( 0.40ml, 3.60 mmol) was 
30 added to a mixture solution of 4- ( 1-methyl-l , 2 , 3, 4-tetra 
hydroisoquinolin-2-yl ) -2 -chlorocyclopenta [ d ] pyr imidine 
(0.50g, 1.70mmol) and dimethylf ormamide(5ml ) , 0.15g of the 
titled compound was obtained in accordance with the same 
procedure as in Step 2 of Example 1. 
35 Yield: 20.8% 

M.P.: 110-112°C 

1 H-NMR(DMSO-d 6 ) : 6 1.50(t, 3H), 2.12(m, 2H), 2.25(s, 3H), 
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2.93(b d/ 3H>, 3.10<m, 2H), 3.42<bd, 2H), 3.70<bd, IH), 
4.40<bd, lH) f 5.78(bd, IH), 7.22<m, 6H), 7.50<m, 5H>, 
7.60(111, IH), 9.80(s, IH), 13.32(bd, IH) . 

5 Ix affiE le_30: Synthesis of 7- M-f ] uoroBh^ lax^ -a. f i - 

methyl- 1 ,2,3, ^^etrejadroigogy 1 no] j - ? , vl > ^ „ 

pvrimidi ne hvdmchloririft 

After 4-fluoroaniline(0.40ml, 4.2mmol) was added to a 
10 mixture solution of 4-(l- m ethyl-l,2,3,4-tetrahydroiso- 
quinoline-2- y i)-2-chlorocyclopenta[d]pyrimidine(0.60g, 
2.0mmol) and dimethylformamide(5ml) , , o.llg of the titled 
compound was obtained in accordance with the same procedure 
as in Step 2 of Example 1. 
15 Yield: 13.4% 

M.P.: 220-222°C 

1 H-NMR(DMSO-d 6 ) : 6 1.58(d, 3H), 2.10(bd, 2H), 3.01(bd, 4H), 
3.18(m, 2H), 3.60(bd, IH), 4.45(bd, IH), 5.64(bd, IH), 
7.30(m, 6H), 7.62(m, 2H), 10.42(s, IH), 13.15(bd, IH) . 

20 

Example 31 : Synthesis of 2-;N-n^h Yl phenv1ani1 - n „ ) _ A _ f , _ 
methyl -1 ,2,^,4- tetrahvdroisory .Hno Un.z-vn^ ^p^^ 
fdlpyrim idine hydrochloric 

After N-methylaniline( 0.20ml, 1.90mmol) was added to a 
mixture solution of 4- ( 1-methyl-l , 2 , 3, 4-tetrahydroiso- 
quinolin-2-yl)-2-chlorocyclopenta[d]pyrimidine <0.51g, 
1.70mmol) and dimethylformamide(5ml) , 0.20g of the titled 
compound was obtained in accordance with the same procedure 
as in Step 2 of Example 1. 
Yield: 29% 
M.P.: 105-107°C 

1 H-NMR(DMSO-d 6 ): 5 1.42(bd, 3H), 2.10(m, 2H), 2.87(m, 5H), 
3.10(m ; 2H), 3.58(s, 3H), 4.38<bd, IH), 5.53(q, IH), 7.21(m, 
35 4H), 7.48(m, 5H), 12.62(bd, IH) . 

Example 32 : Synthesis of 2-/?- m ^h y i - 4 -f i uornp hp nvlaniinftU 



25 



30 
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4- ( 1-methyl -l , 2,3, 4-tetrahYdroisoquinolin-2-vl ^5.6,7.8- 
tetrahydroquinazoline hydrochloride 

Step 1: 2,4-Dihydroxy-5,6,7,8-tetrahydroquinazoline 

5 

A mixture solution of 2,4-dihydroxyquinazoline(39 .2g, 
0.2411101), platinium oxide (4g) and trif luoroacetic 
acid( 300ml) was hydrogenated by Parr reactor for 2 hours. 
Platinium was filtered and the filtrate was concentrated, 
10 diluted with water, and basified with lN-NaOH solution. The 
resulting solid was filtered and dried to give 13.7 6g of the 
titled compound. (Yield: 34.5%) 

Step 2: 2,4-Dichloro-5,6,7,8-tetrahydroquinazoline 

15 

2 , 4-Dihydroxy-5 , 6,7, 8 -tetrahydroquinazoline ( 3 . 4g, 
20mmol) prepared in the above Step 1 was suspended in a 
mixture solution of phosphorous oxychloride( lOmL) and 
N,N-dimethylaniline(0. 8ml) . The reaction mixture was heated 

20 to reflux for 3 hours and cooled to room temperature. The 
reaction mixture was added to ice water while maintaining 
the temperature of the reaction system below 10 °C and the 
resulting solid was filtered, dried under reduced pressure 
to give 3.26g of the titled compound. 

25 (Yield: 80%) 

Step 3 : 4- ( 1-Methyl-l , 2,3, 4-tetrahydroisoquinolin-2-yl ) - 
2-chloro-5 ,6,7, 8- tetrahydroquinazoline 

30 A mixture solution of 1-methyl-l , 2 , 3, 4-tetrahydroiso 

quinoline(2. 6g, 17 .4mmol) , triethylamine(2.8mL) , 
N,N-dimethylformamide (20ml) and 2, 4-dichloro-5, 6, 7 , 8-tetra 
hydroquinazoline(3.2g, 15.8mmol) prepared in the above Step 
2 were stirred at 80°C for 3 hours and cooled. The reaction 

35 mixture was diluted with ethyl acetate and washed with 
water. The organic layer was separated, dried over anhydrous 
sodium sulfate, and concentrated. The residue was purified 
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with silica gel column chromatography to give 3.1g of the 
titled compound. (Yield: 62.5%) 

Step 4: 2-(2-Methyl-4-f luorophenylamino) -4- ( 1-methyl-l , 2 , 
5 3 , 4-tetrahydroisoquinolin-2-yl ) -5 , 6 , 7 , 8-tetrahydro- 
quinazoline hydrochloride 

After 4-f luoro-2-methylaniline( 0.60ml, 5.4mmol) was 
added to a mixture solution of 4- (1-methyl-l, 2, 3, 4-tetra- 

10 hydroisoquinolin-2-yl)-2-chloro-5,6,7,8-tetrahydro- 

quinazoline(0.75g, 2.40mmol) and dimethylformamide(5ml ) , 
0.58g of the titled compound was obtained in accordance with 
the same procedure as in Step 2 of Example 1. 
Yield: 55% 

15 M.P.: 190-193°C 

1 H-NMR(DMSO-d 6 ) : 6 1.53(d, 3H), 1.60-1.96(m, 3H), 2.34(6, 
3H), 2.55(bd, 2H), 2.75(bd, 4H), 2.98(m, 1H), 3.54(m, 1H), 
4.25(bd, 1H), 5.36(q, 1H) , 7.12-7.31(m, 6H), 7.60(m / 1H), 
9.69(s, 1H). 

20 

Example 33 ; Synthesis of 2- (N-methvlphenvlamino)-4- ( 1- 
methvl-1 , 2.3, 4-tetrahvdroisoquinoline-2-vl ) -5 , 6 , 7 . 8- 
tetrahydroauinazoline hydrochloride 

25 After N-methylaniline(0 ,50ml, 4.8mmol) was added to a 

mixture solution of 4- ( 1-methyl-l, 2 , 3 , 4-tetrahydroiso- 
quinolin-2-yl )-2-chloro-5 ,6,7, 8-tetrahydroquinazoline( 0 . 75g, 
2.40mmol) and dimethylformamide(5ml) , 0.26g of the titled 
compound was obtained in accordance with the same procedure 

30 as in Step 2 of Example 1. 
Yield: 26% 
M.P.: 207-210°C 

1 H-NMR(DMSO-d 6 ) : 6 1.42(d, 3H), 1 . 53-1 . 96(m, 3H), 2.57(bd, 
1H), 2.80(m, 5H), 2.95(m, 1H), 3.45(bd, 1H), 3.60(s, 3H), 
35 4.18(bd, 1H), 5.25(q, 1H), 7.16(m, 3H), 7.50(m, 6H), 
12.10(s, 1H). 
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Example 34 : Synthesis of 6-methvl-2-(2-methyl-4-f luoro- 
phenvlamino) -4- ( 1,2.3, 4-tetrahvdroiBoauinolin-2-vl ^ - 
pyrimidine hydrochloride 

5 Step l: 6-methyl-4-(l,2,3,4-tetrahydroisoquinolin-2-yl)- 
2 -chloropyr imidine 

In accordance with the same procedure as in Step 1 of 
Example 1, except that 6-methyl-2, 4-dichloropyrimidine 
10 (3.26g, 20mmol), 1 , 2 , 3 , 4-tetrahydroisoquinoline( 2 . 6ml, 
20.5mmol), triethylamine(3 .4ml, 24.4mmol) and N,N-dimethyl 
formamide (10ml) were used as starting materials, 3.1g of 
the titled compound was prepared. (Yield: 59.7%) 

15 Step 2: 6-Methyl-2-(2-methyl-4-f luorophenylamino)-4-(l,2, 
3 , 4-tetrahydroisoquinolin-2-yl )pyrimidine hydrochloride 

After 2-methyl-4-fluoroaniline( 0.8ml, 7.2mmol) was 
added to a mixture solution of 6-methyl-4-(l, 2, 3,4-tetra 

20 hydroisoquinoline-2-yl)-2-chloropyrimidine(l .0g, 3.8mmol) 
and dimethyl formamide (10ml), 0.85g of the titled compound 
was obtained in accordance with the same procedure as in 
Step 2 of Example 1. 
Yield: 58% 

25 M.P.: 183-185°C 

1 H-NMR(CDC1 3 ) : 5 2.41(s, 3H), 2.48(d, 3H), 2.88(t, 1H), 
3.02(t, 1H), 3.75(t, 1H), 3.91(t, lH),4.67(s, 1H), 4.78(s, 
1H), 6.00(d, 1H), 6.90-7.30(m, 5H), 7.58(m, 1H), 9.75(s, 
1H), 14.20(bs, 1H). 

30 

Example 35 : Synthesis of 6-methyl-2- (4-f luorophenyl- 
amino) -4- (1,2,3, 4-tetrahvdroisoouinoline-2-vl >pvr imidine 
hydrochloride 

35 After 4-f luoroaniline (0 . 7ml , 7.4mmol) was added to a 

mixture solution of 6-methyl-4-(l,2, 3, 4-tetrahydroiso 
quinoline-2-yl ) -2-chloropyrimidine( 1 .Og, 3.8mmol) and 
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dimethylformamide(lOml) , 0.6g of the titled compound was 
obtained in accordance with the same procedure as in Step 2 
of Example 1. 
Yield: 42.6% 
5 M.P.: 238-240°C 

1 H-NMR(CDC13): 6 2.45(d, 3H), 2.90-3. 10(m, 2H), 3.78(t, 1H), 
4.05(t, 1H), 4.70(s, 1H), 4.92(t, 1H), 6.05(d, 1H), 
6.90-7.30(111, 6H), 7.60(m, 2H), 10.40(8, 1H), 13.80(bs ; 1H) . 

10 Example 36: Synthesi s of 6-methvl-2-rN-methylphenvlamino^- 
4- ( 1 . 2 . 3 , 4-tetr ahvdroisoauinolin-2-vl ^ovrimidine 
hydrochloride 

After N-methylaniline( 0.61ml, 5.48mmol) was added to a 
15 mixture solution of 6-methyl-4-(l,2,3,4-tetrahydroiso 
quinolin-2-yl)-2-chloropyrimidine(0.95g, 3.65mmol) and 
dimethylformamide(lOml) , 0.7g of the titled compound was 
obtained in accordance with the same procedure as in Step 2 
of Example 1. 
20 Yield: 52.3% 
M.P.: 85-95°C 

1 H-NMR(CDC1 3 ): 5 2.75(s, 3H), 2.99(s, 3H), 3.70(m, 2H), 
3.87(s, 3H), 4.51(s, 1H), 4.65(s, 1H), 5.30(bs, 1H), 6.08(d, 
1H), 6.88(d, 1H), 7.05-7. 60(m, BH), 13.05(8, 1H) . 

25 

Example 37: Synthesis of 6-ethvl-2-( 2-methvl-4-f luorophenyl - 
amino > -4- ( 1 ,2. 3 . 4-tetrahvdroisoauinolin-2-vl )pyrimidine 
hydrochloride 

30 Step 1: 6-Ethy 1-4- (1,2,3, 4-tetrahydroisoquinolin-2-yl)- 
2 -chloropyrimidine 

In accordance with the same procedure as in Step 1 of 
Example 1 , except that 1,2,3, 4-tetrahydroisoquinoline ( 3 . 5ml , 
35 28mmol), triethylamine ( 3 . 9ml , 28mmol), N,N-dimethylformamide 
(20ml) and 6-ethyl-2,4-dichloropyrimidine(4.9g, 27.7mmol) 
prepared in Preparation 2 were used as starting materials, 
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5.0g of the titled compound was prepared. (Yield: 66%) 

Step 2 : 6-Ethyl-2-(2-methyl-4-f luorophenylamino)-4-( 1,2, 
3 , 4-tetrahydroisoquinolin-2-yl )pyrimidine hydrochloride 

5 

After 2 -methyl-4-f luoroaniline (0.57ml , 5.13mmol) was 
added to a mixture solution of 6-ethyl-4-(l,2,3,4-tetra 
hydroisoquinoline-2-yl ) -2-chloropyrimidine ( 0 . 7g, 2 . 56mmol ) 
and dimethylformamide(5ml) , 0.55g of the titled compound was 
10 obtained in accordance with the same procedure as in Step 2 
of Example 1 . 
Yield: 54% 
M.P.: 223-225°C 

1 H-NMR(CDC1 3 ) : 6 1.36(qq, 3H), 2.35(s, 3H), 2.69(tt, 2H), 
15 2.90(tt, 2H), 3.77(tt, 2H) , 4.66(ss, 2H), 5.93(d, 2H), 
6.72-7.30(m, 6H), 7.50(dd, 1H), 9.80(6, 1H), 14.00(6, 1H) . 

Example 38 : Synthesis of 6-ethyl-2- (4-f luorophenylamino)- 
4- ( 1 , 2 , 3 , 4-tetrahvdroisoquinolin-2-vl Ipvrimidine 
20 hydrochloride 

After 4-f luoroaniline ( 0 .50ml, 5.28mmol) was added to a 
mixture solution of 6-ethyl-4-(l,2, 3, 4-tetrahydroiso- 
quinoline-2-yl ) -2-chloropyrimidine ( 0 . 7g, 2 . 56mmol ) and 
25 dimethylformamide(5ml ) , 0.41g of the titled compound was 
obtained in accordance with the same procedure as in Step 2 
of Example 1 . 
Yield: 42% 
M.P.: 203-206°C 

30 1 H-NMR(CDC1 3 ) : 6 1.42(tt, 3H), 2.74(qq, 2H), 3.02(tt, 2H), 
3.93(tt, 2H), 4.82(ss, 2H), 6.03(S8, 2H) , 7.00-7.32(m, 6H), 
7.54-7.64(m, 2H), 10.60(s, 1H), 13.80(s, 1H) . 

Example 39 : Synthesis of 6-ethvl-2- (N-methvlphenvlamino) -4- 
35 (1,2,3, 4-tetrahydroisoquinolin-2-yl Ipyrimidine hydrochloride 



After N-methylaniline(0 . 54ml, 5.15mmol) was added to a 
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mixture solution of 6-ethyl-4- ( 1 , 2, 3, 4-tetrahydroiso 
quinoline-2-yl)-2-chloropyrimidine(0.7g, 2.56mmol) and 
dimethyl formamide< 5ml), 0.56g of the titled compound was 
obtained in accordance with the same procedure as in step 2 
5 of Example 1. 
Yield: 57% 
M.P.: 98-100°C 

1 H-NMR(CDC1 3 ): 6 1 .24-1 .40<m, 3H), 2.83(tt / 2H), 3.16-3.24<m, 
2H), 3.65<tt, 2H), 3.89( S/ 3H) , 4.53<ss, 2H), 6.00(s 8/ IH), 
6.85<d, IH), 7.05-7.55(m, 8H), 13.40(s, 1H) . 

Example 40 : Synthesis of e-ethvl.a-/?- ^^^^ ^^^)-.- 
(l,2 f 3 f 4-tetrnhyfiroisoquinolin-?-vl> D vrimiHin e hvdrorh1nr<H~ 



10 



15 After 2-methylaniline (0.55ml, 5.15mrool) was added to a 

mixture solution of 6-ethyl-4- (1,2,3, 4-tetrahydroiso- 
quinoline-2-yl ) -2-chloropyrimidirie( 0 . 7g, 2 . 56mmol ) and 
dimethylformamide(5ml), 0.23g of the titled compound was 
obtained in accordance with the same procedure as in Step 2 

20 of Example 1. 
Yield: 24% 
M.P.: 153-155°C 

1 H-NMR(CDC1 3 ): 6 1.37-1.47(m, 3H), 2.50(s, 3H), 2 . 74-2 . 76 (m, 
2H), 2.97(tt, 2H), 3.87(tt, 2H), 4.76(ss, 2H), 5.98(ss, 1H), 
7.10-7.28(m, 7H), 7.70(t, IH), 9.82(8, 1H), 14.17(s, IH) . 

Example 41 : Synthesis of 5 , 6-dim«fch Y l_2- i, lnrn . 
phenylamino ) -4- 1\ . 7 . 3 . 4-tetr ahvdroi finguinolin-2- Y i ) - 
Pvrimidi ne hydrochloride 



25 



30 



Step 1: 5,6-dimethyl-4-(l / 2 / 3,4-tetrahydroisoquinolin- 
2-yl)-2-chloropyrimidine 



In accordance with the same procedure as in Step 1 of 
35 Example 1, except that 1,2, 3,4-tetrahydroisoquinoline(2 . 9g, 
23mmol) and 5, 6-dimethyl-2, 4-dichloropyrimidine( 3 . 8g, 
21mmol) and 1 , 2 , 3 , 4-tetrahydroisoquinoline( 2 . 9g, 23mmol) 
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prepared in Step 1 of Example 12 were used as starting 
materials, 3.95g of the titled compound was prepared. 
(Yield: 68,7%) 

5 Step 2 : 5, 6-Dimethyl-2- ( 2-methyl-4-f luorophenylamino)-4- 
(1,2, 3, 4-tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride 

After 4-fluoro-2-methylaniline(0 .8ml, 7mmol) was added 
to a mixture solution of 5,6-dimethyl-4-(l,2,3,4-tetrahydro 

10 isoquinoline-2-yl ) -2-chloropyrimidine ( 1 . Og, 3 . 6mmol ) and 
dimethylformamide( 10ml) , 0.58g of the titled compound was 
obtained in accordance with the same procedure as in Step 2 
of Example 1. 
Yield: 44% 

15 M.P.: 190-193°C 

1 H-NMR(DMSO-d 6 ) : 6 2.17(s, 3H), 2.30(s, 3H), 2.36(s, 3H), 
2.90(t, 2H), 3.80<t, 1H), 4.75(S, 2H), 7.08-7. 19(m / 6H), 
7.70(m, 1H), 9.63(s, 1H), 13.62(6, 1H). 

20 Example 42 : Synthesis of 5 , 6-dimethyl-2-(4-f luorophenvl- 
amino) -4- ( 1 . 2 , 3 , 4- tetrahvdroisoauinolin-2-vl Ipvrimidine 
hydrochloride 

After 4-f luoroaniline( 0.7ml, 7.4mmol) was added to a 
25 mixture solution of 5,6-dimethyl-4-(l,2, 3 , 4-tetrahydroiso 
quinolin-2-yl ) -2-chloropyrimidine ( 1 . Og, 3 . 6mmol ) and 
dimethylformamide(5ml) , 0.67g of the titled compound was 
obtained in accordance with the same procedure as in Step 2 
of Example 1. 
30 Yield: 48% 

M.P.: 251-253°C 

1 H-NMR(DMSO-d 6 ) : 6 2.23(s, 3H), 2.41(s, 3H), 3.02(t, 2H), 
3.94(t, 2H), 4.87(s, 2H), 7.35(m, 6H), 7.65(m, 2H), 10.39(s, 
1H), 13.20(bd, 1H). 

35 

Example 43 : Synthesis of 5 , 6-dimethvl-2-(N-methvlphenvl- 
amino)-4-( 1 .2.3. 4-tetrahvdroisoquinolin-2-vl Ipyrimidine 
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hydrochloride 

After N-methylaniline( 0.84ml, 7.8mmol) was added to a 
mixture solution of 5, 6-dimethyl-4-( 1,2,3, 4-tetrahydroiso 
5 quinolin-2-yl)-2-chloropyrimidine(1.0g^ 3.6mmol) and 

dimethylformamide(5ml) , 0.55g of the titled compound was 
obtained in accordance with the same procedure as in Step 2 
of Example 1. 
Yield: 39% 
10 M.P.: 58-60°C 

1 H^NMR(DMSO-d 6 ) : 6 2.14<s, 3H), 2.45(8', 3H), 2.83(t, 2H), 
3.64(s, 3H), 3.71(t, 2H), 4.66(s, 2H), 7.07-7.15(m, 4H), 
7.38-7.54(m, 5H), 12.40(s, 1H). 

15 Example 44 ; Synthesis of 5-methyl-6-ethvl-2-(2-methvl-4- 
f luorophenvlamino ) -4- (1,2,3, 4-tetrahydroisoquinolin-2-vl ) - 
pyrimidine hydrochloride 

Step 1: 5-Methyl-6-ethyl-4-(l,2,3,4-tetrahydroisoquinolin- 
20 2-yl )-2-chloropyrimidine 

In accordance with the same procedure as in Step 1 of 
Example 1, except that 1 , 2, 3 , 4-tetrahydroisoquinoline( 3 . 5ml, 
28mmol ) and 2 , 4-dichloro-5-methyl-6-ethylpyrimidine(4 . 9g, 
25 27.7mmol) prepared in Preparation 4 were used as starting 
materials, 5.0g of the titled compound was prepared. 
(Yield: 66%) 

Step 2: 5-Methyl-6-ethyl-2-(2-methyl-4-f luorophenylamino) - 
30 4- ( 1 , 2 , 3 , 4-tetrahydroisoquinolin-2-yl ) pyrimidine 
hydrochloride 

After 4-f luoro-2-methylaniline( 0.5ml, 3.6mmol) was 
added to a mixture solution of 5-methyl-6-ethyl-4- ( 1 , 2 , 3 , 4- 
35 tetrahydroisoquinolin-2-y 1 ) -2-chloropyrimidine ( 0 . 7g , 
2.4mmol) and dimethylf ormamide(5ml ) , 0.53g of the titled 
compound was obtained in accordance with the same procedure 
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as in Step 2 of Example 1. 
Yield: 53.5% 
M.P.: 192-194°C 

1 H-NMR(DMSO-d 6 ) : 6 1.25(t, 3H), 2.19(6, 3H), 2.28(s, 3H), 
5 2.68(q, 2H), 2.88(t / 2H), 3.79<t, 2H), 4.75(5, 2H), 7.15(m, 
6H), 7.70(m, 1H), 9.80(s, 1H). 

Example 45 : Synthesis of 5-methyl-6-ethvl-2- ( 4-f luorophenvl- 
amino ) -4- ( 1 . 2 . 3 . 4-tetrahvdroisoquinolin-2-vl lovrimidine 
10 hydrochloride 

After 4-f luoroaniline( 0.45ml , 3.6mmol) was added to a 
mixture solution of 5-methyl-6-ethyl-4-(l,2,3,4-tetrahydro 
isoquinolin-2-yl ) -2-chloropyrimidine ( 0 . 7g^ 2 . 4mmol ) and 
15 dimethylformamide(5ml) , 0.50g of the titled compound was 
obtained in accordance with the same procedure as in Step 2 
of Example 1. 
Yield: 52.2% 
M.P.: 235-238°C 

20 1 H-NMR(CDC1 3 ) : 6 1.42(t, 3H), 2.25(6, 3H), 2.76(q, 2H), 
3.04(t, 2H), 3.90(t, 2H), 4.80(s, 2H), 6.95-7.35(m, 6H), 
7.55(m / 2H), 10.50(s, 1H), 13.80(bd, 1H). 

Example 46 : Synthesis of 5-methvl-6-ethvl-2- (N-methvlphenyl- 
25 amino ) -4- (1,2,3, 4-tetrahvdroisoquinolin-2-vl lovrimidine 
hydrochloride 

After N-methylaniline(0 . 40ml, 3.6mmol) was added to a 
mixture solution of 5-methyl-6-ethyl-4-(l,2,3,4-tetrahydro 

30 isoquinolin-2-yl ) -2-chloropyrimidine ( 0 . 7g f 2 . 4mmol ) and 
dimethylformamide(5ml) , 0,50g of the titled compound was 
obtained in accordance with the same procedure as in Step 2 
of Example 1. 
Yield: 52.7% 

35 M.P. : 75-80°C 

1 H-NMR(CDC1 3 ) : 6 1.32(t, 3H), 2.15(s, 3H), 2.80(t, 2H), 
3.10(m, 2H), 3.60(m, 2H), 3.80(s, 3H), 4.48(s,2H), 6.95(m, 
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2H), 7.05-7.70(111, 7H) . 

Example 47; Synthesis of 2-r2- methvl-4-f luorophenvlaminol- 
4- ( 1 . 2 . 3 . 4-tetrahvdroieogui nolin-2-vl ) cyclopenta f d 1 - 
5 pvrimidine hydrochloride 

Step 1: 4-(l,2,3,4-Tetrahydroisoquinolin-2-yl)-2-chloro 
cyclopenta [ d Jpyrimidine 

10 In accordance with the same procedure as in Step 1 of 

Example 1 , except that 1,2,3, 4-tetrahydroisoquinoline ( 0 . 5ml , 
4mmol) and2,4-dichlorocyclopenta[d]pyrimidine(0.79g, 4mmol) 
prepared in Step 3 of Example 29 were used as starting 
materials, 0.58g of the titled compound was prepared. 

15 (Yield: 51%) 

Step 2: 2-(2-Methyl-4-fluorophenylamino)-2-(l,2,3,4-tetra- 
hydroisoquinolin-2-yl) cyclopenta [d Jpyrimidine hydrochloride 

20 After 4-f luoro-2-methylaniline( 0.25ml, 2.20mmol) was 

added to a mixture solution of 4-(l,2,3,4-tetrahydroiso 
quinolin-2-yl ) -4-chlorocyclopenta [ d Jpyrimidine ( 0 . 58g, 
2.0mmol) and dimethylformamide(5ml) , 0.34g of the titled 
compound was obtained in accordance with the same procedure 

25 as in Step 2 of Example 1. 
Yield: 41.4% 
M.P.: 170-172°C 

1 H-NMR(DMSO-d 6 ) : 6 2.06(m, 2H), 2.26(s, 3H), 2.90(m, 4H), 
3.12(t, 2H), 3.97(t, 2H), 4.90(s, 2H) , 7.11-7.21(m, 6H), 
30 9.78(s, 1H), 13.25(bd, 1H) . 

Example 48 : Synthesis of 2-(2-methvl-4-f luorophenvlamino 1 - 
4- ( 1 , 2 , 3 , 4-tetrahvdroisoQuinolin-2-vl ) -5 . 6 , 7 , 8-tetrahvdro- 
quinazoline hydrochloride 

35 

Step 1: 4-(l,2,3,4-tetrahydroisoquinolin-2-yl)-2-chloro- 
5,6,7, 8-tetrahydroquinazoline hydrochloride 
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In accordance with the same procedure as in Step 1 of 
Example 1, except that a mixture solution of 1,2,3,4-tetra- 
hydroisoquinoline(2.8ml, 22mmol) / triethylamine( 3 . 4ml , 
24mmol), N,N-dimethylformamide(10ml) and 2, 4-dichloro-5, 6, 
5 7,8-tetrahydroquinazoline(4.0g, 20mmol) prepared in Step 2 
of Example 32 were used as starting materials, 4.7g of the 
titled compound was prepared. (Yield: 78.4%) 

Step 2: 2-(2-Methyl-4-f luorophenylamino)-4-(l,2, 3,4-tetra 

10 hydroisoquinolin-2-yl)-5 / 6,7, 8-tetrahydroquinazoline 
hydrochloride 

After 4-fluoro-2-methylaniline( 0.75ml, 6.6mmol) was 
added to a mixture solution of 4-(l,2,3,4-tetrahydroiso 

1 5 quinolin-2-yl ) -2-chloro-S , 6,7, 8-tetrahydroquinazoline( 0 . 90g, 
3.0mmol) and dimethylf ormamide ( 5ml ) , 0.36g of the titled 
compound was obtained in accordance with the same procedure 
as in Step 2 of Example 1. 
Yield: 28% 

20 M.P.: 191-193°C 

1 H-NMR(DMSO-d 6 ): 6 1 . 62-1 . 80 (bd, 4H), 2.26(s, 3H), 2.65(bd, 
4H), 2.88(t, 2H), 3.84(t, 2H), 4.78(s, 2H), 7.18(m, 6H), 
7.67(m, 1H), 9.72(s, 1H), 13.40(bd, 1H). 

25 Example 49 : Synthesis of 2- ( 4-f luorophenvlaminol-4- (1 . 2 . 3 . 4- 
tetrahvdroisoauinolin-2 -vl ) -5 . 6 , 7 . 8-tetrahvdroauina2Ql \ n*> 
hydrochloride 

After 4-f luoroaniline(0. 60ml, 6.3mmol) was added to a 
30 mixture solution of 4- (1,2, 3,4-tetrahydroisoquinolin-2-yl)- 
2-chloro-5,6,7,8-tetrahydroquinazoline(0.90g, 3.0mmol) and 
dimethylformamide(5ml) , 0.62g of the titled compound was 
obtained in accordance with the same procedure as in Step 2 
of Example 1 . 
35 Yield: 50% 

M.P. : 215-218°C 

1 H-NMR(DMSO-d 6 ) : 6 1 . 62-1 . 74 (bd, 4H), 2.68(m, 4H), 2.95(t, 
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2H), 3.90<t, 2H), 4.86(6/ 2H), 7.19-7.41<m, 6H), 7.57(m, 
2H), 10.42(8, 1H), 11.40(bd, 1H) . 

Example 50 ; Synthesis of 2-fN-met hvl D heny1 a minol-4-p f ?, a_ 
5 *etrahydroi Boquinolin-S-vH -5.6.7. B -tetrahyrimguinazo] i n» 
hydrochloride 

After N-methylaniline (0.70ml, 6. 3mmol) was added to a 
mixture solution of 4-( 1,2,3, 4-tetrahydroisoquinolin-2-yl)- 
2-chloro-5,6,7,8-tetrahydroquinazoline(0.90g, 3.0mmol) and 
dimethylformamide(5ml), 0.48g of the titled compound was 
obtained in accordance with the same procedure as in Step 2 
of Example 1. 
Yield: 39% 
15 M.P. : 164-167°C 

1 H-NMR(DMSO-d 6 ): 6 1 . 59-1 . 74 (bd, 4H) , 2.64(t, 2H), 2.78(m, 
4H), 3.51(8, 3H), 3.78(t, 2H), 4.72( S/ 2H), 7.19-7. 17(m, 
4H), 7.38-7.50(m, 5H), 12.18(bd, 1H). 

20 Example 51 ; Synthesis of 2- ( 2-mRthvlphenyl aminos -4- q , 2 . 3 . 4- 
tetrahydroi soq n i nolin-2-yl ) -5 . 6 . 7 . B-fcei-rahvdroau j n^nl i no 
hydrochloride 

After 2-methylaniline( 0.30ml, 2.7mmol) was added to a 
25 mixture solution of 4- ( 1 , 2 , 3 , 4-tetrahydroisoquinolin-2-yl ) - 
2-chloro-5,6,7,8-tetrahydroquinazoline(0.75g, 2.5mmol) and 
dimethylformamide(5ml), 0.50g of the titled compound was 
obtained in accordance with the same procedure as in Step 2 
of Example 1 . 
30 Yield: 49% 

M.P.: 173-175°C 

1 H-NMR(DMSO-d 6 ): 6 1 . 63-1 . 77 (bd, 4H), 2.32(s, 3H), 2.65(m, 
4H), 2.88(t, 2H), 3.85(t, 2H), 4.80(6, 2H), 7.09-7.32(m, 
7H), 7.72(m, 1H), 9.67(6, 1H), 13.43(bd, 1H) . 



35 



Example 52: Synthesi s of 6-methvl-2- (2-methvl-4-f luorn- 
phenylamino ) -4- H-methvl-4 .5 ,6. 7-tetrahvdrothieno f 2 . 3-r f - 
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pvridin-6-vl Ipyrimidine hydrochloride 

Step 1: 6-Methyl^-(7-methyl-4,5,6,7-tetrahydrothieno 
[ 2 , 3-c ]pyridin-6-y 1 ) -2-chloropyrimidine 

5 

In accordance with the same procedure as in Step 1 of 
Example 1, except that 2, 4-dichloro-6-methylpyrimidine( 3 . lg, 
19iranol) and 7-methyl-4 / 5,6 / 7-tetrahydrothieno[2,3-c]pyridine 
(2.9g, 19mmol) in Preparation 1 were used as starting 
10 materials, 2.2g of the titled compound was obtained as white 
crystal. (Yield: 41%) 

Step 2 : 6-Methyl-2- ( 2-methyl-4-f luorophenylamino) -4- ( 7- 
methyl-4 ,5,6, 7-tetrahydrothieno[ 2 , 3-c ]pyridin-6-yl ) - 
15 pyrimidine hydrochloride 

After 4-f luoro-2-methylaniline ( 0 . 5ml , 4 . 6mmol ) was 
added to a mixture solution of 6-methyl-4-(7-methyl-4,5, 6,7- 
tetrahydrothienof 2 , 3-c ]pyridin-6-yl ) -2-chloropyrimidine ( 0 . 
20 7g, 2.5mmol) and dimethylf ormamide( 10ml) , 0.45g of the 
titled compound was obtained in accordance with the same 
procedure as in Step 2 of Example 1 . 
Yield: 44.4% 
M.P.: 120-121°C 

25 1 H-NMR(CDC1 3 ) : 6 1.54<dd, 3H), 2.40(s, 3H), 2.48<s, 3H), 
2-68(m, 1H), 2.80(m, 1H), 3.30(mm, 1H), 4.45<dd, 1H), 
5.48(qq, 1H), 6.02(d, 1H), 6.78(m, 1H), 6.95(m, 2H), 7.20<t, 
1H), 7.50(m, 1H), 9.80(s, 1H), 14.20(bs, 1H). 

30 Example 53 : Synthesis of 6-methvl-4-(7-methvl-4,5,6, 7-tetra- 
hvdrothienor 2 . 3-clPvridin-6-vl)-2-(4-f luorophenylamino 1- 
pyrimidine hydrochloride 

After 4-f luoroaniline( 0.4ml, 3.7mmol) was added to a 
35 mixture solution of 6-methyl-4- ( 7-methyl-4, 5 , 6 , 7-tetrahydro 
thieno [ 2 , 3-c ]pyridin-6-yl ) -2-chloropyrimidine ( 0 . 7g, 2 . Smmol ) 
and dimethylf ormamide( 10ml ) , 0.7g of the titled compound was 
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obtained in accordance with the same procedure as in Step 2 
of Example 1. 
Yield: 71.6% 
M.P.: 210-212°C 

1 H-NMR(CDC1 3 ): 6 1.80(dd, 3H), 2.42(8, 3H), 2.80<m, 2H), 
3.40(mm, 1H), 4.60(dd, 1H), 5.60(mm, 1H), 6.08<d, 1H), 
6.80(m, 1H), 7.08<t, 2H), 7.21(m, 1H), 7.55(10, 2H) , 10.40(8, 
1H), 13.80(8, 1H). 

Example 54 : Synthesis of 6-w i Pt-liv1 - ? -f w-n. w «-.h Y i P h envlan.<nni-A. 
(7-methyl-4 ,5,6, 7-tetrahvrim thienor 2 - ^-clovridi n-fi- y1 )- 
pvrimidi ne hydrochloride 

After N-methylaniline( 0.45ml, 4.05mmol) was added to a 
15 mixture solution of 6-methyl-4-(7-methyl-4,5, 6, 7-tetrahydro 

thieno[2,3-c]pyridin-6-yl)-2-chloropyrimidine(0.75 g/ 
2.7mmol) and dimethylformamide( 10ml) , 0.52g of the titled 
compound was obtained in accordance with the same procedure 
as in Step 2 of Example 1. 
20 Yield: 49.7% 

M.P.: 175-178°C 

1 H-NMR(CDC1 3 ): 6 1.38(dd, 3H), 2.50(bs, 1H), 2 . 68-3 .05 (m, 
4H), 3.45(m, 1H), 3.90(s, 3H), 4.27(dd, 1H), 5.30<gg, 1H), 
6.02(d, 1H), 6.78(d, 1H), 7.10-7.35(m, 4H), 7.38-7.55(m, 
25 2H), 13.50 (bs, 1H). 

Example 55 : Synthesis of 5 . 6-diinei- hvl-2- ( 2-m*thvl-4-f 1 ,mm. 
phenylamino ) -4- ( 7-methvl-4 . s . « , 7-tetrahvrir^hienor? . w ^ 
pyridin-6-vl Pvrim idine hydrochloride 



30 



Step 1: 5,6-Dimethyl-4-(7-methyl-4,5,6,7-tetrahydrothieno 
[ 2 , 3-c]pyridin-6-yl ) -2-chloropyrimidine 

In accordance with the same procedure as in Step l of 
35 Example 1, except that N,N-dimethylformamide(20ml) , 
5,6-dimethyl-2,4-dichloropyrimidine(2.8g, 16mmol) prepared 
in Step l of Example 12 and 7-methyl-4 , 5, 6, 7-tetrahydro 
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thieno[2, 3-c]pyridine (2.7g, 17.6mmol) in Preparation 2 were 
used as starting materials, 1.85g of the titled compound was 
prepared. (Yield: 39.4%) 

5 Step 2: 5, 6-Dimethyl-2-(2-methyl-4-f luorophenylamino)- 
4- (7-methyl-4, 5, 6, 7-tetrahydrothieno [2, 3-c ]pyridin-6-yl) 
pyrimidine hydrochloride 

After 4-f luoro-2-methylaniline(6 . 5ml, 4.6mmol) was 
10 added to a mixture solution of 5,6-dimethyl-4-(7-methyl- 
4,5,6, 7-tetrahydrothieno [ 2 , 3-c Jpyridin-6-yl ) -2-chloropyrim 
idine(0.68g, 2.3mmol) and dimethylformamide(5ml) , 0.12g of 
the titled compound was obtained in accordance with the same 
procedure as in Step 2 of Example 1. 
15 Yield: 12.4% 
M.P.: >240°C 

1 H-NMR(CDC1 3 ): 5 1.60(d, 3H), 2.22(s, 3H), 2.43(8, 3H), 
2.55(s, 1H), 2.72(bd, 1H), 2.80(m, 1H), 3.48(m, 1H), 4.30(m, 
1H), 5.58(q, 1H), 6.76(d, 1H), 6.90(m, 2H), 7.18(d, 1H), 
20 7.44(m, 1H), 9.55(s, 1H), 14.36(S, 1H) . 

Example 56 : Synthesis of 5-methvl-2- ( 2-methvl-4-f luoro- 
phenvlamino ) -4- ( 7-methvl-4 .5.6. 7-tetrahvdrothie no f 2 . 3-c 1 - 
pyridin-6-vl \ -6-ethvlpyrimidine hydrochloride 

25 

Step 1: 5-Methyl-4-(7-methyl-4, 5, 6, 7-tetrahydrothieno 
[ 2 , 3-c ] -pyridin-6-yl ) -6-ethyl-2-chloropyrimidine 

In accordance with the same procedure as in Step 1 of 
30 Example 1, except that triethylamine ( 2 . 2ml ) , N,N-dimethyl 
f ormamide ( 20ml ) , 2 , 4-dichloro-5-methyl-6-ethylpyrimidine 
(2.7g, 14.1mmol) prepared in Preparation 4 and 7-methyl- 
4,5,6 , 7-tetrahydrothieno [ 2 , 3-c ]pyridine ( 2 . 4g, 15 . 7mmol ) 
prepared in Preparation 1 were used as starting materials, 
35 2.23g of the titled compound was prepared. (Yield: 51.3%) 



Step 2: 5-Methyl-2-(2-methyl-4-f luorophenylamino ) -4- 
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(7-methyl-4 / 5 / 6,7-tetrahydrothieno[2 / 3-c]pyridin-6-yl). 
6-ethylpyrimidine hydrochloride 



After 4-fluoro-2-methylaniline(0.51ml, 4.59nunol) was 
5 added to a mixture solution of 5-methyl-4-(7-methyl-4, 5,6,7- 

tetrahydrothieno[2,3-c]pyridin-6-yl)-6- e thyl-2-chloropyrim 
xdxne(0.74g, 2.4nunol) and dimethylformamide(5ml) , 0.15g of 
the titled compound was obtained in accordance with the same 
procedure as in Step 2 of Example 1. 
10 Yield: 14.4% 

M.P.: 178-180°C 

1 H-NMR(DMSO-d 6 + TFA) : 6 1.07(t, 3H), 1.75(d, 3H), 1.95<s, 
3H), 2.21(s, 3H), 2.35(m, 2H), 2.61(q, 2H), 3.34(m, 2H), 
5.05(m, 1H), 6.81(d, 1H), 6.83-7.20(m, 3H), 7.50(d, 1H) . 



15 



Example 57 : Synthesis of 6- me f,hyi-A - f 2-m*i-h Y i 
phenylamino )-?-M -methvl-i ll ^3 J ^-t e tr fl hvHr^ SO g U inm i n_ 
2-vl^Dvrimidine h ydrochlnr^ri^ 

20 Step l: 6-Methyl-2-chloro-4-hydroxypyrimidine 

To a mixture solution of 6-methyl-2, 4-dichloro 
pyrimidine (25g, 0.153mol) in tetrahydrofurane( 170ml) was 
added lN-NaOH solution (420ml) and stirred for 48 hours at 

25 room temperature. The reaction mixture was washed with 
ethyl ether to remove impurities, acidified with 
hydrochloric acid, and then extracted with ethyl acetate. 
The ethyl acetate layer was dried over anhydrous sodium 
sulfate, concentrated under reduced pressure to give 13. 5g 

30 of titled compound as yellow solid form. (Yield: 66.7%) 

Step 2 : 6-Methyl-2- ( 1-methyl-l , 2 , 3 , 4-tetrahydroisoquinolin- 
2-yl ) -4-hydroxypyrimidine 

35 a mixture solution of 6-methyl-2-chloro-4-hydroxy- 

pyrimidine(6g, 37.5mmol) prepared in the above Step l, 
1-methyl-l, 2, 3, 4-tetrahydroisoquinoline( 11 . 6g, 78.8mmol) and 
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N,N-dimethylformamide(30ml) was stirred at 120 for 2 hours 
and cooled to give a solid. The resulting solid was 
dissolved in a mixture solution of dichloromethane and 
methanol and the undissolved materials were filtered off. 
5 The filtrate residue was washed many times with water, dried 
over anhydrous sodium sulfate, concentrated under reduced 
pressure to give 7.1g of titled compound. (Yield: 74.1%) 

Step 3 : 6-Methyl-2 - ( 1 -methyl- 1 ,2,3, 4-tetrahydroisoquinolin- 
10 2-yl )-4-chloropyrimidine 

A mixture solution of 6-methyl-2-( 1-methyl-l, 2, 3,4- 
tetrahydroisoquinolin-2-yl ) -4-hydroxypyrimidine ( 7 . Og, 
27.4mmol) prepared in the above Step 2, phosphorous 

15 oxychloride(30ml) and N,N-dimethylaniline( 2 . 3ml ) was stirred 
at 90°C for 2 hours and cooled. The reaction mixture was 
added to ice water and basified with sodium bicarbonate and 
then was extracted with ethyl ether. The ethyl ether layer 
was dried over anhydrous sodium sulfate , and concentrated 

20 under reduced pressure to give 4.5g of titled compound. 
(Yield: 60%) 

Step 4: 6-Methyl-4-(2-methyl-4-f luorophenylamind)-2- 
( 1-methyl-l ,2,3, 4-tetrahydroisoquinolin~2-yl ) pyrimidine 
25 hydrochloride 

2-Methyl-4-fluoroaniline( 1.1ml, 10.2mmol) was added to 
a mixture solution of 6-methyl-2-( 1-methyl-l, 2, 3, 4-tetra 
hydroisoquinolin-2-yl ) -4-chloropyrimidine( 1 . 5g, 5 . 5mmol ) and 

30 dimethylformamide(lOml) . The reaction solution was stirred 
for 3 hours and cooled to room temperature. The reaction 
mixture was diluted with dichloromethane and washed with 
water. Dichloromethane layer was separated, basified with 
aqueous sodium hydroxide solution, washed with water, and 

35 dried and concentrated in vacuo. The resulting residue was 
purified with silica gel column chromatography to give a 
free base form of titled compound as an oily form. The free 



WO 96/05177 



PCT/KR95/00105 



- 51 - 

base form of titled compound was dissolved in ethyl ether, 
then hydrochloric acid was added thereto. The resulting 
solid was filtered, dried under reduced pressure to give 
0.9g of titled compound. 
5 Yield: 41% 

M.P.: 157-160°C 

1 H-NMR(DMSO-d 6 ): 6 1.42<bs, 3H), 2.25<s, 3H), 2.40<s, 3H), 
2.90(bs, 2H), 3.55(bs, 1H), 4.40(bs, 1H), 5.60<bs, 1H), 
6.40(s, 1H), 7.00-7.30(m, 6H), 7.40(bs, 1H), 10.60(bs, 1H), 
10 12.35(bs, 1H). 

Example 58; Synthesis of 6-meth vl-4-M-f luorophenvlaminol-2- 
( 1-methvl-l .2.3. 4-tet rahvdroisoauinolin-2-vl Ipvrimidine 
hydrochloride 

15 

After 4-f luoroaniline( 0.8ml, 8.4mmbl) was added to a 
mixture solution of 6-methyl-2-(l-methyl-l,2,3,4-tetra- 
hydroisoquinolin-2-yl)-4-chloropyrimidine(1.5g, 5.5mmol) and 
dimethylformamide(lOml), l.lg of the titled compound was 
20 obtained in accordance with the same procedure as in Step 4 
of Example 57 . 
Yield: 52% 
M.P.: 165-167°C 

1 H-NMR(DMSO-d 6 ): 5 1.58(d, 3H), 2.50(s, 3H), 3.00(bs, 2H), 
25 3.60(bs, 1H), 4.50<bs, 1H), 5.75(bs, 1H), 6.38(bs, 1H), 
7.00-7.50(m, 6H), 7.75(bs, 2H), 11.20(bs, 1H) , 12.38(bs, 
1H) . 

Example 59: Synthesis of 6-methvl-4- (2-methvl-4-f luoro- 
30 Phenvlamino ) -2- ( 7 -methvl-4 .5.6. 7-tetrahvdrothieno r 2 . 3-r ] - 
pyridin-6-yl )pyrimidine hydrochloride 

Step 1: 6-Methyl-2-(7-methyl-4,5,6,7-tetrahydrothieno[2,3-c] 
pyridin-6-yl ) -4-hydroxypyrimidine 

35 

In accordance with the same procedure as in Step 2 of 
Example 57, except that 6-methyl-2-chloro-4-hydroxy- 
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pyrimidine(6 g/ 37.5mmol) prepared in Step 1 of Example 57, 
and 7-methyl-4,5, 6, 7-tetrahydrothieno[ 2 , 3-c Jpyridine 
<12.07g, 78.75mmol) prepared in preparation 1 were u 6 ed as 
starting materials, 6.9g of the titled compound was 
5 prepared. 
(Yield: 70%) 



10 



Step 2: 6-Methyl-2-<7-methyl-4,5,6,7-tetrahydrothieno- 
[ 2 , 3-c )pyridine-6-yl ) -4-chloropyrimidine 



In accordance with the same procedure as in Step 3 of 
• Example 57, except that 6-methyl-2-(7-methyl-4,5,6,7-tetra 
hydrothieno[2, 3-c]pyridin-6-yl )-4-hydroxypyrimidine( 6 . 5g, 
24.9mmol) prepared in the above Step 1 was used as a 
15 starting material, 4 .5g of the titled compound was prepared. 
(Yield: 70%) 

Step 3: 6-Methyl-4-(2-methyl-4-fluorophenylamino)-2-(7- 
methyl-4 ,5,6, 7-tetrahydrothieno[ 2 , 3-c ]pyridin-6-yl ) - 
20 pyrimidine hydrochloride 

After 2-methyl-4-fluoroaniline( 0.38ml, 3.42mmol) was 
added to a mixture solution of 6-methyl-2- ( 7-methyl-4, 5, 6, 7- 

tetrahydrothieno[2,3-c)pyridin-6-yl)-4-chloropyrimidine 
25 (0.5g, 1.8mmol) and dimethylf ormamide( 10ml) , 0.35g of the 
titled compound was obtained in accordance with the same 
procedure as in Step 4 of Example 57. 
Yield: 48% 
M.P.: 135-137°C 

30 1 H-NMR(CDC1 3 ): 6 1.43(bs, 3H), 2.22(s, 3H), 2.42(s, 3H), 
2.70(bs, 2H), 3.36(bs, 1H), 4.65(m, 1H), 5.70(m, 1H),' 
6.38(bs, 1H), 6.85(d, 1H), 7.04-7.30(m, 2H), 7 . 34-7 . 50 (m, 
2H), 10.58(bs, 1H), 12.42(bs, 1H) . 

35 Example 60 : Synthesis of 6-methvl-A- M _f luornp h^ nvlamino w?. 
( 7-methyl-4 ,5.6, 7-tetrahvdroi- hieno r 2 . 3-c lpyridin-fi-yi ) - 
pvrimidi ne hydrochloride 
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After 4-fluoroaniline(0.26ml, 2.74mmol) was added to a 
mixture solution of 6-methyl-2-(7- m ethyl-4,5,6,7-tetrahydro 
thxeno [ 2 , 3-c Jpyridin- 6-yl ) -4-chloropyrimidine ( 0 . 5g, l . 8mmol ) 
and dimethylfonnamide(lOml), 0.30g of the titled compound 
5 was obtained in accordance with the same procedure as in 
Step 4 of Example 57. 
Yield: 42.6% 
M.P.: 245-247 c C 

1 H-NMR(DMSO-d 6 ): 6 1.58(d, 3H), 2.42(s, 3H), 2.81(m, 2H), 
3.48(m, 1H), 4.64(m, 1H), 5.75(m, 1H), 6.25(s, 1 H)/ 6.90<d, 
1H), 7.30(t, 3H), 7.42<d, 2H), 7.70(10, 2H) . 
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Exampleei: Synthesis of 6-ethvl-9_ f 2 -methvl -A-f i, loroDheT , v1 . 
amino ) -4- ( 1 -mPthvl -1,2.3. 4-^T- a h vdrm Rnrp i j n 0 i in _;>_ v1 , . 
15 Pvrimidi ne hvdmr-hloride 

Step 1: 6-ethyl-2-chloro-4-hydroxypyrimidine 

In accordance with the same procedure as in Step 1 of 
20 Example 5 7/ except that 6-ethyl-2, 4-dichloropyrimidine 
(27.08g, 0.153mol) prepared in Preparation 2 was used as a 
starting material, 14. 6g of the titled compound was 
prepared. (Yield: 66.7%) 

25 Step 2: 6-Ethyl-2- ( 1-methyl-l , 2 , 3, 4-tetrahydroisoquinolin- 
2-yl)-4-hydroxypyrimidine 



In accordance with the same procedure as in Step 2 of 
Example 57, except that 6-ethyl-2-chloro-4-hydroxy- 
30 pyrimidine <7.0g, 37.5mmol) prepared in the above Step l and 

1- methyl-l, 2, 3, 4-tetrahydroisoquinoline(11.04g, 75mmol) were 
used as starting materials, 8.1g of the titled compound was 
prepared. (Yield: 80%) 

35 Step 3: 6-Ethyl-2-( 1-methyl-l, 2,3, 4-tetrahydroisoquinolin- 

2- yl) -4-chloropyrimidine 
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In accordance with the same procedure as in Step 3 of 
Example 57, except that 6-ethyl-2-(l-methyl-l, 2, 3,4-tetra 
hydroisoquinolin-2-yl ) -4-hydroxypyrimidine< 8 . Og, 29 . 7mmol ) 
prepared in the above Step 2 was used as a starting 
5 material, 4.9g of the titled compound was prepared. (Yield: 
57.3%) 

Step 4: 6-Ethyl-4-(2-methyl-4-fluorophenylamino)-2-(l- 
methyl-1 , 2, 3, 4-tetrahydroisoquinolin-2-yl )pyrimidine 
10 hydrochloride 

After 2-methyl-4-f luoroaniline( 1 . 1ml ; 10 . 2mmol ) was 
added to a mixture solution of 6-ethyl-2-( 1-methyl-l, 2,3, 4- 
tetrahydroisoquinolin-2-yl ) -4-chloropyrimidine ( 2 . Og, 
15 7.0mmol) and dimethylformamide( 10ml) , l.lg of the titled 
compound was obtained in accordance with the same procedure 
as in Step 4 of Example 57. 
Yield: 38% 
M.P.: 123-125°C 

20 1 H-NMR(DMSO-d 6 ) : 6 1 . 16-1 . 57 (m, 6H), 2.27(s, 3H), 2.77-2.94 
(m, 4H), 3.50(bs, 1H), 4.40(bs, 1H), 5.63(b B/ 1H), 6.45( B/ 
1H), 7.08-7.52<m, 7H), 10.61(s, 1H), 12.27(s, 1H). 

Example 62 : Synthesis of 6-ethyl-4- ( 2-methvl-4-f luorophenyl- 
25 amino) -2- 1 1,2,3, 4-tetrahvdroi B oauinolin-2-vl )pvrimidine 
hydrochloride 

Step 1 : 6-Ethyl-2- (1,2,3, 4-tetrahydroisoquinolin-2-yl ) - 
4 - hydr oxypy r imidine 

30 

In accordance with the same procedure as in Step 2 of 
Example 57, except that 6-ethyl-2-chloro-4-hydroxy 
pyrimidine(7 . Og, 37.5mmol) prepared in Step 1 of Example 59 
and l,2,3,4-tetrahydroisoquinoline(9.4ml, 75mmol) were used 
35 as starting materials, 8.1g of the titled compound was 
prepared. (Yield: 84.6%) 
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Step 2 : 6-Ethyl-2- ( 1 , 2 , 3 , 4-tetrahydroisoquinolin-2-yl ) - 
4-chloropyrimidine 

in accordance with the same procedure as in step 2 of 
5 Example 57, except that 6-eth y i-2-(l,2,3,4-tetrah y droiso 
quxnoline-2-yl)-4-hydroxypyrimidine(8.0 g/ 31.3mmol) prepared 
in the above Step l was used as a starting material, 4.7g of 
the titled compound was prepared. (Yield: 55%) 



10 



Step 3 : 6-Ethyl-4- ( 2-methyl-4-f luorophenylamino ) -2- ( 1 , 2 , 
3,4-tetrahydroisoquinolin-2-yl,pyrimidine hydrochloride 

After 2-methyl-4-fluoroaniline(0.35ml, 3.15mmol) was 
added to a mixture solution of 6-ethyl-2-(l,2,3,4-tetrahydro 

15 ^o q uinolin-2-yl)-4-chloropyrimidine(0.4Gg, 1.46mmol) and 
dimethylformamidedOml), 0.51g of the titled compound was 
obtained in accordance with the same procedure as in Step 4 
of Example 57. 
Yield: 88% 

20 M.P.: 122-124°C 

1 H-NMR(DMSO-d 6 ): 6 1.30(q, 3H>, 2.24(s, 3H), 2.74-2. 95(m, 
4H), 3.88(t, 2H), 4.83(s, 2H), 6.44(s, 1H), 7.05-7.55(m, 
7H), 10.62(s, 1H), 12.30(s, 1H) . 




30 



After 4-fluoroaniline(0.30ml, 3.17mmol) was added to a 
mxxture solution of 6-ethy 1-2- ( 1,2,3, 4-tetrahydroiso 
quxnolin-2-yl ) -4-chloropyrimidine ( 0 . 40g, 1 . 4 6mmol ) and 
dimethylformamide(lOml)., 0.44g of the titled compound was 
obtained in accordance with the same procedure as in Step 4 
of Example 57. 
Yield: 78% 
35 M.P.: 124-126°C 

1 H-NMR(CDC1 3 ) : 6 1.41(q, 3H), 2.70-2.95(m, 4H), 4.05(bs, 2H), 
4.95(s, 2H), 6.16<s, 1H), 6 . 35-6 . 80(-., 2H), 7.04-7.14(m, 
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4H), 7.66-7.75<dd, 2H), 11.05(s, 1H), 12.06<s, 1H). 

Example 64; Synthesi s of 6-ethvl-4-(N-methvlphenvlaminol -2- 
( 1 . 2 . 3 . 4-tetrahvdroi soauinolin-2-yl ipvrimidine hydrochloride 

5 

After N-methylaniline( 0.10ml, 9.22mmol) was added to a 
mixture solution of 6-ethyl-2- (1,2,3, 4-tetrahydroiso- 
quinolin-2-yl)-4-chloropyrimidine(1.20g, 4.38mmol) and 
dimethylformamide(lOml) , 0.22g of the titled compound was 
10 obtained in accordance with the same procedure as in Step 4 
of Example 57. 
Yield: 13% 
M.P.: 130-132°C 

1 H-NMR(CDC1 3 ): 6 1.15<t, 3H), 2.97-3.15(m, 4H), 3.55(8, 3H), 
15 4.38(bs, 2H), 5.10(bs, 2H), 5.50(s, 1H), 7. 10-7 . 40 (m, 6H), 
7.50-7.60(m, 3H), 13.40(6, 1H). 

Example 65: Synthesis of 5 . 6-dimethvl-4-(2-methvl-4-f luoro- 
phenylamino ) -2- (l-met hvl-l .2,3. 4-tetrahvdroisoauinolin-2- 
20 vl )pyrimidine hydrochloride 

Step 1: 5, 6-Dimethyl-2,4-dichloropyrimidine 

A mixture solution of 5, 6-dimethyl-2 , 4-dihydroxy 
25 pyrimidine(72g, 0.51mol), phosphorous oxychloride( 250ml) and 
N,N-dimethylaniline(41ml) was heated to reflux for 3 hours 
and cooled to room temperature. The reaction mixture was 
added to ice water and the resulting solid was filtered and 
recrystallized from dichloromethane to give 58. 5g of the 
30 titled compound. (Yield: 64.7%) 

Step 2: 5, 6-Dimethyl-2-chloro-4-hydroxypyrimidine 

In accordance with the same procedure as in Step 1 of 
35 Example 57, except that 5 , 6-dimethyl-2 , 4-dichloropyrimidine 
(50.0g, 0.28mol) prepared in the above Step 1 was used as a 
starting material, 24. 4g of the titled compound was 
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prepared. (Yield: 55%) 

Step 3 : 5 , 6-Dimethyl-2- ( 1 -methyl- 1 ,2,3, 4-tetrahydroiso 
quinolin-2-yl ) -4-hydroxypyrimidine 

5 

In accordance with the same procedure as in Step 2 of 
Example 57 , except that 5 , 6-dimethyl-2-chloro-4-hydroxy 
pyrimidine(6.0g, 37.8mmol) prepared in the above Step 2 was 
used as a starting material, 7.6g of the titled compound was 
10 prepared. (Yield: 75%) 

Step 4: 5,6-Dimethyl-2-(l-raethyl-l,2,3,4-tetrahydro^ 
isoquinolin-2-yl ) -4-chloropyrimidine 

15 In accordance with the same procedure as in Step 3 of 

Example 57, except that 5 , 6-dimethyl-2- ( 1-methyl-l , 2 , 3 , 4- 
tetrahydroisoquinolin-2-yl ) -4-hydroxypyrimidine ( 7 . 0g, 
26mmol) prepared in the above Step 3 was used as starting 
material, 3.9g of the titled compound was prepared. 

20 (Yield: 52%) 

Step 5 : 5 , 6-Dimethyl r 4- ( 2-methyl-4-f luorophenylamino ) -2- 
( 1-methyl-l , 2,3, 4-tetrahydroisoquinolin-2-yl ) pyrimidine 
hydrochloride 

25 

After 2-methyl-4-fluoroaniline( 0.7ml, 6.3mmol) was 
added to a mixture solution of 5, 6-dimethyl-2- ( 1-methyl- 
1,2,3, 4-tetrahydroisoquinolin-2-yl ) -4-chloropyrimidine (0.8 
5g, 3.0mmol) and dimethylf ormamide( 10ml ) , 0.9g of the titled 
30 compound was obtained in accordance with the same procedure 
as in Step 4 of Example 57. 
Yield: 72.6% 
M.P. : 208-211°C 

1 H-NMR(DMSO-d 6 ) : 6 1.28(d, 3H), 2.16(s, 3H), 2.18(s, 3H), 
35 2.55(s, 3H), 2.80(bd, 2H), 3.42(bd, 1H), 4.34(bd, 1H), 
5.44(bd, 1H), 7.02(bd, 1H), 7.24(m, 6H), 9.65(s, 1H), 
12.30(bd, 1H). 



WO 96/05177 



PCT/KR95/00105 



- 58 - 

Example 66 ; Synthesis of (Rl-5, 6-dimethvl-4- ( 2-methyl- 
4-f luorophenvlamino)-2- ( 1-methvl-l .2,3, 4-tetrahvdro- 
isoquinolin-2-vl )pvrimidine hydrochloride 

5 Step 1 : ( R) -5 , 6-Dimethyl-2- ( 1-methyl-l , 2,3, 4-tetrahydro- 
isoquinoline-2-yl ) -4-hydroxypyrimidine 

In accordance with the same procedure as in Step 2 of 
Example 57, except that 5 , 6-dimethyl-2-chloro-4-hydroxy 
10 pyrimidine(6.0g, 37.8mmol) prepared in Example 60 and 
(RJ-l-methyl-l^^^-tetrahydroisoquinolineCll^g, 79.5mmol) 
were used as starting materials, 7.0g of the titled compound 
was prepared- (Yield: 68.8%) 

15 Step 2 : ( R ) -5 , 6-Dimethyl-2- ( 1-methyl- 1 ,2,3, 4-tetrahydro- 
isoquinolin-2-yl ) -4-chloropyrimidine 

In accordance with the same procedure as in Step 3 of 
Example 57 , except that ( R) -5 , 6-dimethyl-2- ( 1-methyl- 
20 1,2,3, 4-tetrahydroisoquinolin-2-yl ) -4-hydroxypyrimidine 
(7.0g, 26mmol) prepared in the above Step 1 was used as a 
starting material, 3.2g of the titled compound was prepared. 
(Yield: 42.8%) 

25 Step 3: (R)-5, 6-Dimethyl-4-(2-methyl-4-f luorophenylamino) - 
2- ( 1-methyl-l , 2,3, 4-tetrahydroisoquinolin-2-yl )pyrimidine 
hydrochloride 

After 2-methyl-4-fluoroaniline( 0.82ml, 7.35mmol) was 
30 added to a mixture solution of (R) -5, 6-dimethyl-2- (1-methyl- 
1,2,3 , 4-tetrahydroisoquinolin-2-yl ) -4-chloropyrimidine ( 1 . Og, 
3.5mmol) prepared in the above Step 2 and dimethylf ormamide 
(10ml), 1.2g of the titled compound was obtained in 
accordance with the same procedure as in Step 4 of Example 
35 57. 

Yield: 83% 
M.P. : 207-209°C 
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1 H-NMR(DMSO-d 6 ): 6 1.28(d, 3H), 2.16(s, 3H), 2.18(8, 3H), 
2.55(8, 3H), 2.80(bd, 2H), 3.42(bd, 1H) , 4.34(bd, 1H), 
5.44<bd, 1H), 7.02(bd, 1H), 7.24(m, 6H), 9.65(8, 1H), 
12.30(bd, 1H). 

Example 67 ; Synthesis of rs^-s ■ fi-H jmethvl-4- ^-n^t-hyi _ 
4-f luorophenvlamino ) -2- ( l-methy i-i . 2 . 3 . 4-tetrahvdro- 
isoquinolin-2-vl^pyr imidine hydrochloride 

Step 1: (S)-5,6-Dimethyl-2-(l-methyl-l,2,3,4-tetrahydro- 
isoquinolin-2-yl)-4-hydroxypyrimidine 



In accordance with the same procedure as in Step 2 of 
Example 57, except that 5, 6-dimethyl-2-chloro-4-hydroxy- 
15 pyrimidine(6.0g, 37.8mmol) prepared in Example 60 and 
( S ) -1-methyl-i ,2,3, 4-tetrahydroisoquinoline ( 11 . 7g, 79 . 5mmol ) 
were used as starting materials, 6.6g of the titled compound 
was prepared. (Yield: 64.8%) 

20 Step 2: (S)-5,6-Dimethyl-2-(l-methyl-l,2,3,4-tetrahydro- 
isoquinolin-2-yl ) -4-chloropyrimidine 

In accordance with the same procedure as in Step 2 of 
Example 57, except that (S)-5,6-dimethyl-2-( 1-methyl- 
1,2,3, 4-tetrahydroisoquinolin-2-yl ) -4-hydroxypyrimidine 
(7.0g, 26mmol) prepared in the above Step l was used as a 
starting material, 3.5g of the titled compound was prepared. 
(Yield: 46.8%) 

30 Step 3: (S)-5, 6-Dimethyl-4- (2-methyl-4-f luorophenylamino) - 
2- ( 1-methyl-l , 2,3, 4-tetrohydroisoquinolin-2-yl ) pyrimidine 
hydrochloride 



After 2-methyl-4-fluoroaniline( 0.82ml, 7.35mmol) was 
added to a mixture solution of (S)-5, 6 -dimethyl -2- ( 1 -methyl - 
1,2,3,4 -tetrahydroisoquino 1 in-2 -y 1 ) - 4 -ch loropyr imidine ( 1 . Og , 
3.5mmol) obtained in the above Step 2 and dimethylf ormamide 
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(10ml), l.Og of the titled compound was obtained in 
accordance with the same procedure as in Step 4 of Example 
57. 

Yield: 69.2% 
M.P.: 208-210°C 

1 H-NMR(DMSO-d 6 ): 6 1.28<d, 3H), 2.16( 6/ 3H), 2.18( 8/ 3H), 
2.55<s, 3H), 2.80(bd, 2H), 3.42<bd, 1H), 4.34(bd / 1H), 
5.44<bd, 1H), 7.02(bd, 1H), 7.24(m, 6H) , 9.65(s, 1H) , 
12.30(bd, 1H). 

Example 68; Synthesis of 5. 6-dimethvl-4-f 4-f luoronhfmyl - 
amino) -2- ( 1-methvl-l . 2.3, 4-tetrah vdroisog u inolin-2-yl ) - 
pyriniidine hydrochloride 

After 4-f luoroaniline( 0.6ml, 6.3mmol) was added to a 
mixture solution of 5, 6-dimethyl-2- ( 1-methyl-l , 2, 3, 4-tetra 
hydroisoquinolin-2-yl ) -4-chloropyrimidine ( 0 . 85g, 3 . Ommol ) 
and dimethylformamide(lOml), 0.62g of the titled compound 
was obtained in accordance with the same procedure as in 
20 Step 4 of Example 57. 
Yield: 52% 
M.P.: 246-250°C 

1 H-NMR(DMSO-d 6 ): 6 1.40(d, 3H), 2.18(s, 3H), 2.50(s, 3H), 
2.88(bd, 2H), 3.42(bd, 1H), 4.42(bd, 1H), 5.62(bd, 1H), 
25 7.18(m, 4H), 7.30(t, 2H), 7.63(q, 2H), 9.70(s, 1H), 
12.30(bd, 1H). 

Example 69 : Synthesis of ( R)-5 . 6-dimethyl-4- ( 4-f luorophenvl- 
amino)-2- (1 -methyl- 1 . 2,3 , 4-tetrahvdroisoauinolin-2-vl ^- 
30 pvrimidi ne hydrochloride 

After 4-f luoroaniline( 0.6ml, 6.3mmol) was added to a 
mixture solution of (R)-5, 6-dimethyl-2- ( 1-methyl-l , 2 , 3 , 4- 
tetrahydroisoquinolin-2-yl) -4-chloropyrimidine (0 . 8 5g, 
35 3. Ommol) prepared in Step 2 of Example 61 and 
dimethylformamide(lOml) , 0.50g of the titled compound was 
obtained in accordance with the same procedure as in Step 4 



5 
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of Example 57. 
Yield: 41,8% 
M.P.: 245-248°C 

;H-NMR(DMSO-d 6 ): 6 1.40<d, 3H), 2.18(s, 3H>, 2.50(6, 3H), 
5 2.88(bd, 2H), 3.42(b d/ 1H), . 4.42<bd, 1H), 5.62<bd, 1 H)/ 
7.1B(a, 4H), 7.30(t, 2H), 7.63<q, 2H), 9.70(6, 1H), 
12.30(bd, 1H). 



10 



30 



35 



I*am P le_70: Synthesis of f8 M ,6.«n^h Y i.i . f |.», 1ftrnp H Mtf1 . 
amino>-2- f 1 -methyl -1 , ? , 3 . ^etrah^ d rolgoguj nni,i n . 2 . Y ] > _ 
pvrimidine hydrochloride 



After 4-fluoroaniline(0.6ml, 6.3mmol) was added to a 
mixture solution of (S)-5,6-dimethyl-2-(l-methyl-i, 2,3,4- 

15 tetrahydroisoquinoline-2.yl)-4-chloropyrimidine(0.85g, 

3.0mmol) prepared in Step 2 of Example 62 and 
dimethylformamide (10ml), 0.55g of the titled compound was 
obtained in accordance with the same procedure as in Step 4 
of Example 57. 

20 Yield: 46% 

M.P.: 245-247°C 

1 H-NMR(DMSO-d 6 ): 6 1.40(d, 3H), 2.18(6, 3H), 2.50(6, 3H), 
2.88(bd, 2H), 3.42(bd, 1H), 4.42(bd, 1H), 5.62(bd, 1H), 
7.18(m, 4H), 7.30(t, 2H), 7.63(q, 2H), 9.70(8, 1H),' 
25 12.30(bd, 1H). 

Example 71 : Synthesie of 5 . 6-dim»rh vi_ 4 - /N-m»rhvi Phe nvl - 
amino ) -2- f 1 -methyl -1 ,2.3, 4-tPtr^ h vdroifinq,, j nolin-2-yi ) - 
pvrimidi ne hydrochloride 



After N-methylaniline( 0.6ml, 5mmol) wae added to a 
mixture solution of 5,6-dimethyl-2-(l-methyl-l,2,3,4-tetra- 
hydroi6oquinolin-2-yl)-4-chloropyrimidine(0.7g, 2.4mmol) and 
dimethylformamide (10ml), 0.45g of the titled compound wa S 
obtained in accordance with the S ame procedure a S in Step 4 
of Example 57. 
Yield: 47% 
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M.P.: 91-95°C 

^.-NMRCCDClj) : 6 1.32(8, 3H), 1.64(d / 3H) , 1.90<bd, 1H), 
2.72(s, 3H), 3.02(bd, 1H), 3.25(bd, 1H), 3.56( S/ 3H), 
3.70(bd / 1H), 5.05(bs, 1H), 5.78(be, 1H), 7.20(111, 6H), 
5 7.42(10, 3H), 13.44(6, 1H). 

Example 72 ; Synthesi s of (R)-5 . 6-dimethyl-4-(N-methvlphenyl- 
aroino ) -2- I 1-methvl-l .2 .3. 4-tetrahvdroisoau inolin-2-y 1 ) - 
pvrimidine h ydrochloride 

10 

After N-methy lani line (0. 6ml, 5mmol) was added to a 
mixture solution of (R)-5,6-dimethyl-2-(l-methyl-l,2,3,4- 
tetrahydroisoquinolin-2-yl ) -2-chloropyrimidine ( 0 . 7g, 
2,4mmol) prepared in the Step 2 of Example 61 and 
15 dimethylformamide(lOml) , 0.50g of the titled compound was 
obtained in accordance with the same procedure as in Step 4 
of Example 57. 
Yield: 52.7% 
M.P.: 90-93°C 

20 1 H-NMR(CDC1 3 ) : 6 1.32(s, 3H), 1.64(d, 3H), 1.90(bd, 1H), 
2.72(s, 3H), 3.02(bd, 1H), 3.25(bd, 1H), 3.56(6, 3H), 
3.70(bd, 1H), 5.05(be, 1H), 5.78(be, 1H), 7.20(m, 6H), 
7.42(m, 3H), 13.44(6, 1H). 

25 Example 73; Svntheeis of ( S)-5. 6-dimethvl-4- (N-methyl- 
Phenvlamino 1 -2-1 1-methvl-l . 2.3. 4-tetrahvdroisoauinolin- 
2-vl)pyrimidine hydrochloride 

After N-methylaniline(0. 6ml, 5mmol) was added to a 
30 mixture eolution of (S)-5,6-dimethyl-2-(l-methyl-l, 2,3,4- 
tetrahydroisoquinolin-2-yl ) -4-chloropyrimidine( 0 . 7g, 
2.4mmol) prepared in the Step 2 of Example 62 and 
dimethyl formamide(l 0ml ) , 0.42g of the titled compound was 
obtained in accordance with the same procedure as in Step 4 
35 of Example 57. 
Yield: 44.4% 
M.P.: 91-94°C 
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1 H-NMR(CDC1 3 ): 5 1.32( 6/ 3H), 1.64(d, 3H), 1.90(bd, 1H), 
2.72(s, 3H), 3.02(5(1, 1H), 3.25(bd, 1H) , 3.56(6, 3H), 
3.70(bd, 1H), 5.05(be, 1H), 5.78(bs, 1H), 7.20(m, 6H) , 
7.42(m, 3H), 13.44(8, 1H) . 



Example 74 : Synthesis of 5 . 6-din,^i-h Y i-4- t 7- m ^ Yl . 4 -f y nnrn . 
phenylamino) -2- (1,2.3, 4-tetrahvri T 0 i som] j nn1 j n _ ? . y 1 } " " 
pvrimidi ne hvdrochlnr-iri«» 

10 Step l : 5 , 6-Dimethyl-2- ( 1,2,3, 4-tetrahydroisoquinolin- 
2-yl ) -4-hydroxypyrimidine 

In accordance with the same procedure as in Step 2 of 
Example 57, except that 5, 6-dimethyl-2-chloro-4-hydroxy 
pyrimidine (6.0g, 37.8mmol) prepared in the step 2 of 
Example 65 and 1,2, 3,4-tetrahydroisoquinoline(10ml, 
79.9mmol) were used as starting materials, 7.8g of the 
titled compound was prepared. (Yield: 81%) 

20 Step 2 : 5 , 6-Dimethyl-2- ( 1,2,3, 4-tetrahydroisoquinolin- 
2-yl ) -4-chloropyrimidine 

In accordance with the same procedure as in Step 3 of 
Example 57, except that 5, 6-dimethyl-2-(l / 2 / 3,4-tetrahydro 
25 isoquinolin-2-yl)-4-hydroxypyrimidine(7.0g, 26mmol) prepared 
in the above Step 1 was used as starting materials, 4.1g of 
the titled compound was prepared. (Yield: 57.6%) 

Step 3: 5,6-Dimethyl-4-(2-methyl-4-fluorophenylamino)-2- 
30 (1,2,3, 4-tetrahydroisoquinoline-2-yl ) pyrimidine 
hydrochloride 

After 2-methyl-4-fluoroaniline( 0.3ml, 2.7mmol) was 
added to a mixture solution of (5, 6-dimethyl-2-(l,2,3,4- 
35 tetrahydroisoquinolin-2-yl)-4-chloropyrimidine(0.30g, 
l.Ommol) and dimethylformamide( 10ml) , 0.12g of the titled 
compound was obtained in accordance with the same procedure 
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as in Step 4 of Example 57. 
Yield: 30% 
M.P.: 117-120°C 

1 H-NMR(DMSO-d 6 ): 5 2.13(6, 3H), 2.16(6, 3H), 2.52(8, 3H), 
5 2.81(t, 2H), 3.79(t, 2H), 4.74(6, 2H), 7.00<bd, 1H), 
7.09-7.34(m, 6H), 9.16(6, 1H), 12.35(6, 1H). 

Example 75; Synthesis of 5 t 6-dimethvl-4-M -f luoroohenyl- 
amino ) -2- { 1 , 2 , 3 , 4-tetrahvdroisoquinolin-2-vl Ipvrimidine 
10 hydrochloride 

After 4-f luoroaniline (0.24ml , 2.5mmol) was added to a 
mixture solution of 5,6-dimethyl-2-(l,2,3,4-tetrahydroiso- 
quinolin-2-y 1 ) -4-chloropyrimidine ( 0 . 33g, 1 . 2mmol ) and 
15 dimethylformamide(lOml) , 0.31g of the titled compound wae 
obtained in accordance with the same procedure as in Step 4 
of Example 57. 
Yield: 67% 
M.P.: 128-130°C 

20 1 H-NMR(DMSO-d 6 ) : 6 2.13(s, 3H), 2.53<s, 3H), 2.90(t, 2H), 
3.93(t, 2H), 4.86(s, 2H) , 7 . 18-7 . 34 <m, 6H), 7.63(m, 2H), 
9.71(s, 1H), 12.20(bd, 1H) . 

Example 76 : Synthesis of 5 , 6-dimethvl-4- (N-methvlphenvl- 
25 amino ) -2- (1.2.3, 4-tetrahvdroiBoquinolin-2-vl ) pvrimidine 
hydrochloride 

After N-methylaniline( 0.5ml, 4.2mmol) was added to a 
mixture solution of 5,6-dimethyl-2-(l,2,3,4-tetrahydroiso- 

30 quinolin-2-yl ) -4-chloropyrimidine ( 0 . 6g, 2 . Ommol ) and 
dimethylf ormamide( 10ml ) , 0.28g of the titled compound was 
obtained in accordance with the same procedure as in Step 4 
of Example 57 . 
Yield: 37% 

35 M.P.: 209-211°C 

1 H-NMR(DMS0-d 6 ) : 6 1.24(s, 3H), 2.41(s, 3H), 2.98(t, 2H), 
3.52(s, 3H), 4.07(t, 2H), 5.02(s, 2H), 7 . 24-7 . 45 (m, 9H), 
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12.65(bd, 1H). 

Example 77: Synthesis of 5 , 6-dimethvl-4- ( 2-methvl-4-f luoro- 
phenylamino ) -2- ( 7-methvl-4 .5,6,7 -tet rahvdrothieno r 2 , 3-c 1 - 
5 pyridin- 6-vl ) pyrimidine hydrochloride 

Step 1: 5 ,6-Diihethyl-4- (7-methy 1-4, 5,6, 7-tetrahydrothieno- 
[ 2 , 3 - c ] pyridin- 6-y 1 ) - 2 -hydroxypyr imidine 

10 In accordance with the same procedure as in Step 2 of 

Example 57, except that 5, 6-dimethyl-2-chloro-4-hydroxy- 
pyr imidine ( 6. 0g, 37.8mmol) prepared in the Step 2 of Example 
65 and 7 -methyl -4 ,5,6, 7-tetrahydrothieno [ 2 , 3-c ] pyridine 
(12.2g, 79.6mmol) prepared in Preparation 1 were used as 

15 starting materials, 6.5g of the titled compound was 
obtained. (Yield: 62.4%) 

Step 2: 5,6-Dimethyl-4-(7-methyl-4,5,6,7-tetrahydrothieno- 
[ 2 , 3-c ]pyridin-6-yl ) -2-chloropyrimidine 

20 

In accordance with the same procedure as in Step 3 of 
Example 57, except that 5,6-dimethyl-2-(7-methyl-4,5,6,7- 
tetrahydrothieno [ 2 , 3-c ]pyridin-6-yl ) -4-hydroxypyrimidine 
(6.0g, 21.8mmol) prepared in the above Step 1 was used as a 
25 starting material, 3.5g of the titled compound was prepared. 
(Yield: 54.6%) 

Step 3 : 5 , 6-Dimethyl-4- (2-methyl-4-f luorophenylamino ) -2- 
( 7-methyl-4 ,5,6, 7-tetrahydrothieno[ 2 , 3-c ]pyridin-6-yl ) 
30 pyrimidine hydrochloride 

After 2-methyl-4-f luoroaniline(0. 3ml, 3mmol) was added 
to a mixture solution of 5, 6-dimethyl-2- ( 7-methyl-4 , 5 , 6 , 7- 
tetrahydrothieno[2, 3-c ]pyridin-6-yl ) -4-chloropyrimidine 
35 (0.4g, 1.4mmol) and dimethyl formamide( 10ml ) , 0.14g of the 
titled compound was obtained in accordance with the same 
procedure as in Step 4 of Example 57. 
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Yield: 24% 
M.P.: 134-137°C 

1 H-NMR(DMSO-d 6 ) : 6 1.35(d, 3H), 2.14(6, 3H), 2.18(6, 3H), 
2.42(6, 3H), 2.65(bd, 2H), 3.56(bd, 1H), 4.54(m, 1H), 
5 5.56(bd, 1H), 6.84(d, 1H), 7.15-7.38(m, 3H), 7.41(d, 1H), 
9.72(6, 1H), 12.44(bd, 1H). 

Example 78 ; Synthesis of 5 , 6-dimethvl-2- ( 7-methvl-4,5,6,7- 
tetrahvdrothienof 2 , 3-c1pvridin-6-vl}-4-(4-f luorophenyl- 
10 amino Ipyrimidine hydrochloride 

After 4-fluoroani line (0.3ml, 3mmol) wa6 added to a 
mixture solution of 5,6-dimethyl-2-(7-methyl-4,5,6,7- 
tetrahydrothieno[2, 3-c]pyridin-6-yl ) -4-chloropyrimidine 
15 (0.4g, 1.4mmol) and dimethylf ormamide( 10ml ) , 0.15g of the 
titled compound was obtained in accordance with the same 
procedure as in Step 4 of Example 57 . 
Yield: 26.5% 
M.P.: 141-145°C 

20 1 H-NMR(DMSO-d 6 ) : 6 1.42(d, 3H), 2.16(s, 3H), 2.52(s, 3H), 
2.70(bd, 2H), 3.38(m, 1H), 4.65(bd, 1H), 5.75(bd, 1H), 
6.84(d, 1H), 7.30(m, 2H), 7.42(d, 1H), 7.61(m, 2H), 9.80(s, 
1H), 12.62(bd, 1H). 

25 Example 79 ; Synthesis of 5 , 6-dimethvl-4- (N-methylphenyl- 
amino )-2-( 7-methvl-4 ,5,6, 7-tetrahvdrothienor 2 , 3-d- 
pyridin-6-vl ) pyrimidine hydrochloride 

After N-methylaniline( 0.5ml, 4mmol) was added to a 
30 mixture solution of 5, 6-dimethyl-2- ( 7-methyl-4 , 5 , 6, 7-tetra- 
hydrothieno[ 2 , 3-c ]pyridin-6-yl ) -4-chloropyrimidine( 0 . 64 g, 
2mmol) and dimethylformamide(lOml) , 0.16g of the titled 
compound was obtained in accordance with the same procedure 
as in Step 4 of Example 57. 
35 Yield: 20% 

M.P.: 117-120°C 

1 H-NMR(CDC1 3 ) : 6 1.32(s, 3H), 1.65(d, 3H), 2.72(s, 3H), 
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2.78(bd / 1H), 3.20(bd, 1H)/ 3.51(bd, 1H)/ 3.56(s, 3H>, 
5.36<bd, 1H), 6.03(bd, 1H>, 6.82(d, 1H), 6.88(m, 3H), 
7.37-7.48(111, 3H), 14.52(s, 1H) . 



5 



10 



15 



20 



30 



Example 80 ; Synthesis of 5-methyl -* - e thv1 -d-O-^Ky i _ 
4-f luorophenylamino ) -?- ( l-methvl -i f2 .3. 4-t e tr a hy rim- 
isoquinolin-2-vllnyrin, idine hvrirorhlnr^. 

Step 1: 5-Methyl-6-ethyl-2-chloro-4-hydroxypyrimidine 

In accordance with the same procedure as in Step 1 of 
Example 57, except that 2,4-dichloro-5-methyl-6-ethyl 
pyrimidine(,2.7g, M.lromol) prepared in Preparation 4 was 
used as a starting material, 1.8g of the titled compound was 
prepared. (Yield: 72%) 



Step 2: 5-Methyl-6-ethyl-2-(l-methyl-l,2,3,4-tetrahydro- 
isoquinolin-2-yl ) -4-hydroxypyrimidine 

In accordance with the same procedure as in step 2 of 
Example 57, except that 5-methyl-6-ethyl-2-chloro-4-hydroxy 
pyrimidine(1.8g, lO.lmmol) prepared in the above Step 1 was 
used as a starting material, 2. 4g of the titled compound was 
prepared. (Yield: 84%) 

25 Step 3: 5-Methyl-6-ethyl-2-(l-methyl-l,2, 3,4-tetrahydro- 
isoquinolin-2-yl)-4-chloropyrimidine 

In accordance with the same procedure as in Step 3 of 
Example 57, except that 5-methyl-6-ethyl-2- ( 1-raethyl- 
1,2,3, 4-tetrahydroisoquinolin-2-yl ) -4-hydroxypyrimidine ( 2 . 
4g, 8.5mmol) prepared in the above Step 2 was used as a 
starting material, 1.6g of the titled compound was prepared. 
(Yield: 62.4%) 



35 Step 4: 5-Methyl-6-ethyl-4-(2-methyl-4-f luorophenyl- 
amino ) -2- ( 1-methyl-l , 2,3, 4-tetrahydroisoquinolin-2-yl ) - 
pyrimidine hydrochloride 
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After 2-methyl-4-f luoroaniline( 0.42ml, 3.8mmol) was 
added to a mixture solution of 5-methyl-6-ethyl-2-(l-methyl- 
1,2,3, 4-tetrahydroisoquinolin-2-yl ) -4-chloropyrimidine ( 0 . 6g, 
2.0mmol) and dimethylf ormamide( 10ml) , 0.35g of the titled 
5 compound was obtained in accordance with the same procedure 
as in Step 4 of Example 57. 
Yield: 41% 
M.P. : 270-272°C 

1 H-NMR(DMSO-d 6 ) : 6 1.22(t, 3H), 1.35(d, 3H), 2.16(s, 3H), 
10 2.20(s, 3H), 2.75-3.00(m, 4H), 3.48(m, 1H), 4.20(m, 1H), 
5.38(bs, 1H), 7.00-7.40(m, 7H) . 

Example 81 : Synthesis of 4-(2-methvl-4-f luorophenylamino) - 
2- ( 1-methvl-l . 2 , 3 , 4-tetrahvdroisoquinolin-2-yl ) cvclopenta- 
15 rdlpyrimidine hydrochloride 

Step 1: 2-chloro-4-hydroxycyclopenta[d]pyrimidine 

In accordance with the same procedure as in Step 1 of 
20 Example 57, except that 2,4-dichlorocyclopenta[d]pyrimidine 
(2.7g, 14.3mmol) prepared in Step 3 of Example 29 was used 
as a starting material, 1.7g of the title compound was 
prepared. (Yield: 69.7%) 

25 Step 2 : 2- ( 1-Methyl-l , 2,3, 4-tetrahydroisoquinolin-2-yl ) - 
2-hydroxycyclopenta[d]pyrimidine 

In accordance with the same procedure as in Step 2 of 
Example 57, except that 2-chloro-4-hydroxycyclopenta[d]- 
30 pyrimidine( 1 . 7g, lO.Ommol) prepared in the above Step 1 was 
used as a starting material, 2.2g of the titled compound was 
prepared. (Yield: 78.2%) 

Step 3 : 2- ( 1-Methyl-l , 2,3, 4-tetrahydroisoquinolin-2-yl ) - 
35 4-chlorocyclopenta[d]pyrimidine 

In accordance with the same procedure as in Step 3 of 
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Example 57, except that 2- (1-methyl-l, 2,3, 4-tetrahydro- 
isoquinoline-2-yl ) -2-hydroxycyclopenta [ d Jpyrimidine ( 2 . 2g, 
7.8mmol) prepared in the above Step 2 was used as a starting 
material, 1.5g of the titled compound was prepared. 
5 (Yield: 64%) 

Step 4: 4-(2-Methyl-4-fluorophenylamino)-2-(l-methyl-l / 2 / 
3, 4-tetrahydroisoquinolin-2-yl)cyclopenta[d Jpyrimidine 
hydrochloride 

10 

After 2-methyl-4-fluoroaniline( 0.46ml, 4.2mmol) was 
added to a mixture solution of 2- ( 1-methyl-l , 2, 3, 4-tetra- 
hydroisoquinolin-2-yl)-4-chlorocyclopenta[d]pyrimidine(0.6g, 
2.0mmol) and dimethylformamide(lOml) , 0.10g of the titled 
15 compound was obtained in accordance with the same procedure 
as in Step 4 of Example 57. 
Yield: 12% 
M.P.: 165-168°C 

1 H-NMR(CDC1 3 ): 61.40(m, 2H), 1.62(d, 3H), 2.22(m, 2H), 
20 2.30(s, 3H), 2.62-2.98(bd, 3H), 3.30(m, 2H), 3.70(bd, 1H), 
4.73(bs, 1H), 5.32(bs, 1H), 6.98<m, 2H), 7.20(m, 5H), 
14.02(bd, 1H). 

Example 82 : Synthesis of 2-f 2- methvl-4-f luorophenylaminol- 
25 4- ( 1-methvl-l .2.3, 4-tetr ahvdroisoguinolin-2-vl 1-5.6.7.8- 
tetrahydrog uinazoline hydrochloride 

Step 1: 2-chloro-4-hydroxy-5,6,7,8-tetrahydroquinazoline 

30 1" accordance with the same procedure as in Step 1 of 

Example 57, except that 2 , 4-dichloro-5 , 6, 7 , 8-tetrahydro 
quinazoline(6.4g, 31.6mmol) prepared in the Step 2 of 
Example 32 was used as a starting material, 4.2g of the 
titled compound was prepared. (Yield: 72%) 

35 

Step 2: 2-(l-Methyl-l,2,3,4-tetrahydroisoquinolin-2-yl)- 
4-hydroxy-5 , 6,7, 8-tetrahydroquinazoline 
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In accordance with the same procedure as in Step 2 of 
Example 57, except that 2-chloro-4-hydroxy-5, 6, 7,8-tetra- 
hydroquinazoline (2.0g, 10.8mmol) prepared in the above Step 
1 and 1 -methyl- 1 ,2,3, 4-tetrahydroisoquinoline ( 3 . 3g, 
5 22.4mmol) were used as starting materials, l.lg of the 
titled compound was prepared. (Yield: 34.5%) 

Step 3: 2-(l-Methyl-l,2,3,4-tetrahydroisoquinolin-2-yl)- 
4-chloro-5 ,6,7, 8~tetrahydroquinazoline 

10 

In accordance with the same procedure as in Step 3 of 
Example 57, except that 2- ( 1-methyl-l , 2 , 3 , 4-tetrahydroiso 
quinoline-2-yl ) -4-hydroxy-5 ,6,7, 8-tetrahydroquinazoline 
(l.lg, 3.7mmol) prepared in the above Step 2 was used as a 
15 starting material, 0.7g of the titled compound was prepared. 
(Yield: 60.3%) 

Step 4 : 4- ( 2-Methyl-4-f luorophenylamino ) -2- ( 1-methyl- 
1,2,3, 4-tetrahydroisoquinolin-2-yl ) -5 , 6 , 7 , 8-tetrahydro- 
20 quinazoline hydrochloride 

After 4-f luoro-2-methylaniline(0. 3ml, 2.7mmol) was 
added to a mixture solution of 2-( 1-methyl-l, 2, 3, 4-tetra 
hydroisoquinolin-2-yl ) -4-chloro-5 ,6,7, 8-tetrahydroquinazol 
25 ine(0.35g, l.lmmol) and dimethylformamide(5ml ) , 0.15gof the 
titled compound was obtained in accordance with the same 
procedure as in Step 4 of Example 57. 
Yield: 31% 
M.P.: 181-184°C 

30 1 H-NMR(DMSO-d 6 ) : 6 1.32(d, 3H), 1.80(bd, 4H), 2.18(s, 3H), 
2.85(bd, • 4H), 3.40(bd, 1H), 3.65(bd, 2H), 4.25(m, 1H), 
5.40(bd, 1H), 7.05-7.38(111, 7H), 9.62( S/ 1H), '12.20(8, 1H). 

Example 83 : Synthesis of 4- ( 2-methvl-4-f luorophenylamino) -2- 
35 (1,2,3, 4-tetrahydroisoquinolin-2-vl ) -5 , 6 , 7 , 8-tetrahvdro- 
quinazoline hydrochloride 
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Step 1: 2-(l,2,3,4-tetrahydroisoquinolin-2-yl)-4-hydroxy- 
5,6,7, 8-tetrahydroquinazoline 

in accordance with the same procedure as in Step 2 of 
Example 57, except that 2-chloro-4-hydroxy-5, 6, 7, 8-tetra 
hydroquinazoline (2.0g, 10.8mmol) prepared in Step 1 of 
Example 82 and 1,2,3,4-tetrahydroisoquinoline (2.8g, 
22.4nunol) were used as starting materials, 0.8g of the 
titled compound was prepared. (Yield: 26.3%) 

Step 2: 2-(l,2,3,4-tetrahydroisoquinolin-2-yl)-4-chloro- 
5, 6, 7, 8-tetrahydroquinazoline 

In accordance with the same procedure as in Step 3 of 
15 Example 57, except that 2-(l /2 , 3, 4-tetrahydroisoquinolin- 
2-yl ) -4-hydroxy-5 ,6,7, 8-tetrahydroquina 2 oline ( 0 . 8g, 2 . 8mmol ) 
prepared in the above Step l was used as a starting 
matenal, 0.6g of the titled compound was prepared. (Yield- 
71.5%) 



10 



20 



25 



30 



Step 3: 4-(2-Methyl-4-fluorophenylamino)-2-(l,2,3,4-tetra 

hydroisoquinolin-2-yl)- 5 , 6, 7, 8-tetrahydroquinazoline 
hydrochloride 



After 4-fluoro-2-methylaniline(0.3ml, 2.7mmol) was 
added to a mixture solution of 2-( 1 , 2 , 3, 4-tetrahydroiso 
qumolin-2-yl ) -4-chloro-5 ,6,7, 8-tetrahydroquinazoline ( 0 . 3g, 
l.Ommol) and dimethylf ormamide(5ml ) , 0.2g of the titled 
compound was prepared in accordance with the same procedure 
as in Step 4 of Example 57. 
Yield: 47.1% 
M.P.: 150-152°C 

1 H-NMR(DMSO-d 6 ): 6 1.76(bd, 4H), 2.15( S/ 3H), 2.81(bd, 4H), 
3.46(bd, 2H), 3.77(bd, 2H), 4.74(s, 1H), 7.02-7.33(m, 7H), 
35 9.59(s, 1H), 12.40(bd, 1H) . 
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Test 1: Inhibition of proton pump(H*/K* ATPase) activity 

A proton pump enzyme source was prepared by the same 
method as in Experiment 1-1 of WO 94/14795. Further, the 
5 inhibitory effect of proton pump activity was measured by 
the same method as in Experiment 1-2 of WO 94/14795. 

Namely, the proton pump activity stimulated by Mg** wa6 
used as a negative comparative group, and the activity 
stimulated by Mg* 4 and K + was used as a positive comparative 
10 group. The comparative compound was omeprazole. 

Test tubes were divided into 4 groups: Group 1 as 
negative comparative group(n=3), Group 2 as positive 
comparative group(n=3), Group 3(n=5X2) to be administered 
with the compound of the present invention and . Group 
15 4(n=5X2) to be administered with the comparative compound. 

The inhibitory effects of Groups 3 and 4 on proton pump 
activity were measured by employing the compound prepared in 
Example and omeperazole, respectively, each of which was 
dissolved in dimethylsulf oxide at 5 different 
20 concentrations . 

To each of Groups 1, 2, 3 and 4 were added lOOpl of 
magnesium chloride (40mM) dissolved in 40mM Tris-HCl 
buffer(pH 6.0) and IOOjj of the enzyme source. Then, 50p of 
potassium chloride (50mM) and 50/j1 of ammonium chloride ( 6mM) 
25 dissolved in 40mM Tris-HCl buffer (pH 6.0) were added to all 
groups except for Group 1. 

lOpl of dimethylsulf oxide was added to each of Groups 
1 and 2; and to Group 3 was added 10^1 of the solution in 
which the compound prepared in Example was dissolved in 
30 dimethylsulf oxide at 5 different concentrations (n=5X2 ) . To 
Group 4, 10^1 of the solution prepared by dissolving 
omeprazole in dimethylsulfoxide at 5 different 
concentrations (37. 6, 21.4, 12.2, 7.0 and 4.0yM) was 
added(n=5X2) . 40mM Tris-HCl buf f er (pH=6 . 0 ) was added thereto 
35 so as to make the total volume 400pl. 

Thereafter, the test tubes of each Group were placed at 
37°C for 30 minutes for the preincubation. lOOpl of ATP 
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solution (6. Mi) was added until the reaction volume became 
500„1. After the reaction was carried out at 37<>c for 30 
minutes, 25% cold trichloroacetic acid was added to 
termxnate the enzyme reaction. The released inorganic 
Phosphate was measured by an automatic analyzer (Express 550, 
Corning) . ' 

The difference between Group 1 end Group 2 represents 
the proton pump activity activated by K* • only. The 
Ubtetio* percenteges of Groups 3 end 4 were celculeted 
from Lrtchfield-vilcoxon equation 1S ee, e.g., 3 . 
EXP - ThBr ' «' "(1949)]. The concentrations of the test 
compounds which inhibit 50% of the proton pmp activity are 
represented as IC50 in Table 1. 



15 



Table 1 



20 



Test 
compound 



IC50(iiNn 



Test compound Omeprazole 



Effect 
ratio 



25 



Example 1 
Example 2 
Example 3 
Example 5 
Example 6 



5.4 
0.9 
3.5 
1.3 
4.3 



5.8 
7.3 
7.3 
6.4 
6.4 



1.08 
7.82 
2.11 
4.91 
4.91 



30 



35 



40 



Example 8 
Example 9 
Example 10 
Example 12 
Example 13 



Example 14 
Example 15 
Example 16 
Example 17 
Example 18 



~12.5 


7.7 


~10.0 


11.2 


10.6 


7.3 


0.6 


5.8 


0.5 


5.8 


0.7 


5.8 


1.6 


5.8 


1.5 


5.8 


1.8 


5.8 


4.2 


11.4 



~0.60 
~1.12 
0.69 
9.83 
10.70 



8.70 
3.69 
3.80 
3.20 
2.69 
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Table 1 (continued) 



20 



Test IC50(uMl Effect 

5 compound Test compound Omeprazole ratio 

Example 19 3.9 11.4 2.92 

Example 20 4.4 11.4 2.59 

10 Example 21 1.5 10.9 7.33 

Example 22 1.4 10.9 7.26 

Example 23 2.0 10.9 5.45 

15 Example 24 0.6 10.9 19.33 

Example 25 1.4 11.1 8.10 

Example 26 0.8 12.6 .15.62 

Example 27 2.1 12.9 6.26 

Example 28 >15.0 14.2 <0.95 

Example 29 0.4 6.4 17.49 

Example 30 ~8.4 14.2 ~1.69 

Example 31 ~15-0 7.1 ~0.51 

25 Example 32 1.2 10.1 .8.40 

Example 34 1.0 10.1 4.02 

Example 35 2.5 10.1 4.02 

30 Example 37 0.7 7.1 9.85 

Example 38 2.2 7.1 3.24 

Example 39 >15.0 14.2 <0.95 

Example 40 0.7 6.4 9.17 

Example 41 0.6 10.1 18.10 

Example 42 1.5 7.3 4.95 

Example 43 0.5 7.1 14.44 

Example 44 -11.3 12.2 ~1.08 

40 Example 45 3.1 12.90 4.12 

Example 46 ~19.2 12.20 ~0.60 

Example 47 "5.0 7.70 "1.54 

45 Example 48 ~5.5 10.80 -1.97 

Example 49 "10.8 12.20 ~1.13 

Example 50 ~16.9 12.20 ~0.70 



35 



50 Example 51 1.1 

Example 52 0.5 

Example 53 2.1 

Example 54 20.6 

Example 55 2.1 



8.00 7.05 

11.40 21.11 

11.40 5.38 

10.10 0.49 

10.10 4.80 
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Table 1 (continued) 



5 Test IC50fuM^ Effect 

compound Test compound Omeprazole ™ ratio 



Example 57 3.3 11.5 3.50 

10 Example 58 >25.0 11.3 <0.45 

Example 59 "12.5 7.7 "0.60 

Example 60 **15.0 7.7 ~0.51 

Example 61 "12.5 7.7 "0.60 

15 ~ 

Example 62 >20.0 14.2 <0.71 

Example 63 ~12.0 14.2 ~1.18 

Example 64 ~10.0 14.2 ~1.42 

Example 65 1.0 5.8 6.04 

20 Example 66 0.9 5.8 6.40 



Example 67 1.3 5.8 4.50 

Example 68 3.1 5.8 1.86 

25 Example 69 2.9 5.8 2.00 

Example 70 3.5 5.8 1.70 

Example 74 0.5 10.1 22.00 



30 Example 75 1.2 7.1 5.89 

Example 77 3.6 11.4 3.16 

Example 78 8.5 11.4 1.35 

Example 81 0.4 6.4 15.82 

Example 82 1.1 10. 1 9.40 

35 Example 83 1.4 7.3 5.34 
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Test 2: Inhibition of gastric secretion 

In accordance with the method disclosed in journal 
[Shay, H., et al., Gastroenterology , 5, 43-61(1945), 
5 inhibitory effect on gastric secretion was carried out. 

Male Sprague-Dawley rats having a body weight of 
200±10g were divided into 3 groups (n=5) and fasted for 24 
hours before the experiment with free access to water. Under 
ether anesthesia, the abdomen was incised, and the pylorus 

10 was ligated. As a comparative group, Group 1 was 
administered intraduodenally in a volume of 0.5mg/200g of 
30% aqueous polyethylene glycol 400 solution. Groups 2 and 
3 were administered intraduodenally with the compound of 
Example and omeprazole, respectively, each of which was 

15 suspended in 30% aqueous polyethylene glycol 400 solution at 
a concentration of 20mg/kg. After closing the abdominal 
cavity, the rats were placed for 5 hours and then killed by 
cervical dislocation. The stomach was extracted to obtain 
gastric juice. 

20 The gastric juice was centrifuged at l,000g to remove 

precipitates. The amount and acidity of the gastric juice 
were measured. Relative volumes, relative acid 
concentrations and relative acid outputs of the test 
compounds were calculated from equations ( I) , (II) and (III) 

25 and the results are shown in Table 2. 

Relative volume (I) 

= (the average amount of gastric .juice of Group 1 - 
the average amount of gastric juice of Group 2) 
30 / (the average amount of gastric juice of group 1- 

the average amount of gastric juice of Group 3) 

Relative acid concentration (II) 

= (the average acidity of Group 1 - the average acidity 
35 of Group 2) 

/ (the average acidity of Group 1- the average acidity 
of Group 3) 
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20 



25 



30 



35 



Relative acid output (Ill) 

= (the total amount of acid output of Group 1- the total 
amount of acid output of Group 2) 
/ (the total amount of acid output of Group 1- the 
total amount of acid output of Group 3). 



Table 2 



10 Compound Rel. Vol. Rel. Cone. Relative 

(*) (%) Acid Output 



Example 1 


0.12 


0.00 


Example 2 


0.92 


0.8 


Example 3 


0.76 


0.81 


Example 4 


0.99 


0.56 


Example 5 


0.59 


0.27 


Example 6 


0.64 


0.28 


Example 7 


0.51 


0.09 


Example 8 


0.43 


0.12 


Example 9 


0.4 


-0.03 


Example 10 


0.58 


0.47 



0.11 

0.89 

0.87 

0.87 

0.61 

0.64 

0.48 

0.42 

0.3 

0.55 



Example 11 


0.99 


0.41 


0.82 


Example 12 


1.64 


0.29 


0.75 


Example 13 


1.72 


0.46 


0.81 


Example 14 


0.53 


0.3 


0.72 


Example 15 


0.8 


1.06 


0.99 


Example 16 


0.96 


1.24 


1.13 


Example 17 


0.82 


0.97 


0.89 


Example 18 


1.72 


1.82 


1.39 


Example 19 


1.8 


1.86 


1.43 


Example 20 


1.66 


1.75 


1.28 



40 



45 



Example 


21 


1.06 


0.88 


0.97 


Example 


22 


0.99 


0.80 


0.90 


Example 


23 


0.92 


0.78 


0.88 


Example 


24 


1.00 


1.03 


1.01 


Example 


25 


1.06 


0.80 


0.92 


Example 


26 


0.6 


0.53 


0.73 


Example 


27 


0.7 


0.61 


0.81 


Example 


28 


0.71 


0.44 


0.78 


Example 


29 


0.56 


0.31 


0.6 


Example 


30 


0.33 


0.2 


0.39 
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Table 2 (continued) 



Compound Rel. Vol. Rel. Cone. Relative 

(%) (%) Acid Output 



Example 31 


0.83 


0.21 


0.74 


Example 32 


1.03 


0.97 


0.91 


Example 33 


0.93 


1.13 


0.94 


Example 34 


0.99 


1 


0.99 


Example 35 


1.05 


0.84 


0.94 


Example 36 


0.65 


0.05 


0.41 


Example 37 


0.82 


0.42 


0.82 


Example 38 


0.74 


0.37 


0.74 


Example 39 


0.58 


0.18 


0.56 


Example 40 


0.71 


0.36 


0.74 



Example 41 


0.94 


1.87 


1.12 


Example 42 


1.15 


• 1.4 


1.15 


Example 43 


0.7 


0.59 


0.82 


Example 44 


0.27 


0.33 


0.41 


Example 45 


0.84 


0.75 


0.89 


Example 46 


0.73 


0.44 


0.74 


Example 47 


0.38 


0.14 


0.38 


Example 48 


0.17 


0.04 


0.16 


Example 49 


0.2 


0.02 


0.16 


Example 50 


0.72 


0.29 


0.66 



Example 51 


0.59 


0.12 


0.59 


Example 52 


1.34 


0.94 


1.12 


Example 53 


0.47 


1.14 


0.55 


Example 54 


0.86 


0.23 


0.75 


Example 55 


0.56 


0.11 


0.51 


Example 56 


0.01 


0.08 


0.08 


Example 57 


1.20 


0.27 


0.61 


Example 58 


0.58 


0.16 


0.35 


Example 59 


0.51 


0.25 


0.56 


Example 60 


0.65 


0.28 


0.65 



Example 


61 


0.32 


0.22 


0.40 


Example 


62 


0.61 


0.31 


0.67 


Example 


63 


0.69 


0.33 


0.72 


Example 


64 


0.34 


0.26 


0.40 


Example 


65 


1.43 


0.35 


0.71 


Example 


66 


1.49 


0.47 


0.85 


Example 


67 


1.36 


0.31 


0.62 


Example 


68 


1.52 


0.23 


0.67 


Example 


69 


1.61 


0.39 


0.76 


Example 


70 


1.30 


0.22 


0.61 
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Table 2 (continued) 



Compound 



Rel. Vol. 
(%) 



Rel . Cone . 
(%) 



Relative 
Acid Output 



10 



15 



Example 71 0.25 -0.07 

Example 72 0.34 0.16 

Example 73 0.18 -0.05 

Example 74 1.22 1.49 

Example 75 1.30 1.62 

Example 76 0.28 0.17 

Example 77 1.48 1.63 

Example 78 1.06 1.75 

Example 79 0.54 1.28 

Example 80 0.32 0.29 



0.16 
0.25 
0.13 
1.16 
1.20 
0.33 
1.30 
1.09 
0.49 
0.44 



Example 81 0.56 0.47 0.68 

Example 82 0.69 0.59 0.79 

Example 83 1.19 1.29 1.13 



25 

Test 3. Reversibility Test 

Gastric vesicles were prepared by the same method as in 
Experiment 4-1 of WO 94/14795. The inhibition mechanism of 

30 proton pump activity by the present invention compound was 
tested in accordance with the so-called Dilution and Washout 
method [see e.g., D. J. Keeling, et al., Biochemical 
Pharmacology, 42(1), 123-130(1991)]. 

Namely, test tubes were divided into two group, Groups 

35 1 and 2. Each group was divided into four subgroups. 90pl 
of 5 mM Pipes/Tris buffer (pH 7.4) and 10^1 of DMSO were 
added to subgroups 1 and 2 of each group. 90^1 of 5 mM 
Pipes/Tris buffer (pH 7.4) and lOpl of the compound prepared 
in Example 43(50yM) were added to subgroups 3 and 4 of each 

40 group. To all two groups, was added 100/jI of lyophilized 
vesicles at the concentration of lOOpg protein/ml and then 
preincubated at 37°C for 15 minutes. 

2mM MgCl 2 was added to subgroups 1 and 3 of Group 1 . 
2mM MgCl 2 and lOmM KC1 were added to subgroups 2 and 4 of 
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Group 1. 3mM ATP was added to all subgroups of Group 1 
until the final volume became 500pl. After incubation for 
30 minutes, the inhibition of H + /K + -ATPase activity by the 
test compound was measured. 
5 After preincubation as described above, each subgroup 

of Group 2 was diluted with 50-fold volume of 5 mM 
Pipes/Tris buf fer (pH7 . 4) and then centrifuged for 60 minutes 
by means of Beckman ultracentrif uge( Model L8-80). The 
supernatant was discarded and washed out by 10 ml of 5 mM 
10 Pipes/Tris buffer(pH 7.4). The resulting pellet was 
suspended with 5mM Pipes/Tris buffer (pH7.4) until the 
volume became the same as the preincubation volume. 

Thereafter, in accordance with the treatment to Group 
1, each subgroup of Group 2 was treated with 2mM MgCl 2 , lOmM 
15 KC1 and 3mM ATP. And the final volume of each subgroup of 
Group 2 was made to be 500^1. After incubation at 37°C for 
30 minutes, the inhibition of H + /K*-ATPase activity was 
measured. 

And it was further measured in accordance with the same 
20 procedures as above, except the compound prepared in Example 
75 was used as a test compound. The inhibition of H*/K + 
ATPase activity before and after the Dilution and Washout 
procedures is shown in Table 3. 

25 Table 3 





Dilution & 


Washout 


Compound 




After 


Before 


Example 43 


62 


6 


Example 75 


66.6 


15 



As shown in Table 3, the compounds of Examples 43 and 
75 inhibit the enzyme activity by 62% and 66.6% before the 
40 Dilution and Washout procedure, whereas they show 6 or 15% 



WO 96/05177 



PCT/KR95/00105 



- 81 - 

of inhibition of the enzyme activity after the Dilution and 
Washout procedure. This indicates that the inhibition of 
the enzyme activity of the present invention compounds is 
reversible. 

5 While the invention has been described with respect to 

the specific embodiments/ it should be recognized that 
various modifications and changes may be made by those 
skilled in the art to the invention which also fall within 
the scope of the invention as defined as the appended 
10 claims. 



4 
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What is claimed is : 

1. Pyrimidine derivative compounds of formulae (1-1) 
and (1-2) inclusive of pharmaceutical^ acceptable salts 
5 thereof: 



10 



d-1) 



0-2) 



wherein: 

R A and Rj, which may be the same or different, are 
15 independently hydrogen or a C T -C 3 alkyl group, or 

jointly form a cyclopentyl or cyclohexyl ring; 
A is a group of formula (II): 



20 I M (ID 



- N -\j-' 



wherein R^ and R 2 are, independently of each other, 
hydrogen or a Cj-Cj alkyl group, and R 3 is hydrogen, a 
25 c i" c 3 alkyl group or a halogen; and 

B is l-(substituted)-l,2,3,4-tetrahydroisoquinolin-2-yl of 
formula (III-l) or 7-(substituted)-4, 5, 6, 7-tetrahydro~ 
thieno[2, 3-c]pyridin-6-yl of formula (III-2) 



30 



?6 ^6 



35 



XO "TO 

(IIM) C"- 2 ) 
wherein R 6 is hydrogen or a C^-C^ alkyl group. 



4 
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2. The compound of claim 1, which is selected from 
the group consisting of: 

2- ( 2-methyl-4-f luorophenylamino)-4- ( 1-methyl-l , 2 , 3, 4-tetra- 

hydroisoquinolin-2-yl)pyrimidine hydrochloride; 
5 6-methyl-2- ( 2-methyl-4-f luorophenylamino)-4- ( 1-methyl-l , 2 , 

3, 4-tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride; 

6-methyl-4- ( 1-methyl-l , 2,3, 4-tetrahydroisoquinolin-2-yl ) -2- 

(4-fluorophenylamino)pyrimidine hydrochloride; 

6-methyl-2- (N-methylphenylamino)-4- ( 1-methyl-l , 2 , 3, 4-tetra- 
10 hydroisoquinolin-2-yl)pyrimidine hydrochloride; 

6-ethyl-2- ( 2-methyl-4-f luorophenylamino ) -4- ( 1 -methyl - 1,2, 

3,4-tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride; 

6-ethyl-2- ( 4-f luorophenylamino ) -4- ( 1-methyl-l ,2,3, 4-tetra- 

hydrpisoquinolin-2-yl)pyrimidine hydrochloride; 
15 6-ethyl-2- (N-methylphenylamino ) -4- ( 1-methyl-l , 2 , 3 , 4-tetra- 

hydroisoquinolin-2-yl )pyrimidine hydrochloride; 

6-ethyl-2- ( 2-methylphenylamino)-4- ( 1-methyl-l , 2,3, 4-tetra- 

hydroisoquinolin-2-yl )pyrimidine hydrochloride; 

2- ( 2-methy 1-4-f luorophenylamino) -4- ( 1-methyl-l ,2,3, 4-tetra- 
20 hydroisoquinolin-2-yl)-6-propylpyrimidine hydrochloride; 

4- ( 1-methyl-l , 2,3, 4-tetrahydroisoquinolin-2-yl ) -6-propy 1- 

2- (4-f luorophenylamino )pyrimidine hydrochloride; 

2- (N-methylphenylamino) -4- ( 1-methyl-l , 2,3, 4-tetrahydroiso- 
quinolin-2-yl)-6-propylpyrimidine hydrochloride; 
25 5,6-dimethyl-2-(2-methyl-4-fluorophenylamino)-4-(l-methyl- 

1 , 2 , 3, 4-tetrahydroisoquinolin-2-yl )pyrimidine hydrochloride; 

(R) -5 , 6-dimethyl-2- ( 2-methyl-4-f luorophenylamino ) -4- ( 1- 
methy 1-1 , 2,3, 4-tetrahydroisoquinolin-2-yl )pyrimidine 
hydrochloride ; 

30 ( S ) - 5 , 6 -dimethyl - 2 - ( 2 -methyl - 4 - f luorophenylamino ) - 4 - ( 1 - 
methyl- 1 , 2 , 3, 4-tetrahydroisoquinolin-2-yl )pyrimidine 
hydrochloride ; 

5 , 6-dimethyl-2- ( 4-f luorophenylamino ) -4- ( 1-methyl-l , 2,3,4- 
tetrahydroisoquinolin-2-yl )pyrimidine hydrochloride; 
35 (R)-5, 6-dimethyl-2-(4-fluorophenylamino)-4-( 1-methyl-l, 2, 
3 , 4 - tetrahydroi soquino 1 in- 2 -y 1 ) pyrimidine hydrochloride ; 
(S)-5, 6-dimethyl-2- (4-f luorophenylamino) -4- ( 1-methyl-l, 2, 
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3 , 4-tetrahydroisoquinolin-2-yl )pyrimidine hydrochloride; 
5 , 6-dimethyl-2- (N-methylphenylamino ) -4- ( 1-methyl- 1,2,3,4- 
tetrahydroiBoquinolin-2-yl)pyrimidine hydrochloride; 
( R) -5, 6-dimethyl-2-( N-methylphenylamino) -4- ( 1 -methyl -1 ,2, 
5 3,4-tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride; 
( S ) -5 , 6-dimethyl -2- (N-methylphenylamino ) -4- ( 1-methyl- 1 , 2 , 
3,4-tetrahydroisoquinolin-2-yl) pyrimidine hydrochloride; 
5 , 6-dimethy 1-2- (phenylamino) -4- ( 1-methyl- 1 , 2,3, 4-tetra- 
hydroisoquinolin-2-yl) pyrimidine hydrochloride; 

10 ( R ) - 5 , 6 -dimethyl - 2 - ( 4 -phenyl amino ) - 4 - ( 1 -me thy 1-1,2, 3,4- 
tetrahydroi8oquinolin-2-yl)pyrimidine hydrochloride; 
( S ) -5 , 6-dimethy 1-2- ( 4-f luorophenylamino) -4- ( 1 -methyl -1 , 2 , 
3,4-tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride; 
5 , 6-dimethyl-2- ( 2-methylphenylamino ) -4- ( 1-methyl-l , 2,3,4- 

1 5 tetrahydroisoquinolin-2 -y 1 ) pyrimidine hydrochloride ; 

5 , 6-dimethyl-2- ( 4-methylphenylamino) -4- (1-methyl-l , 2,3,4- 
tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride; 
5-methyl-6-ethyl-2-(2-methyl-4-f luorophenylamino) -4- (1- 
methyl-1 , 2,3, 4-tetrahydroisoquinolin-2-yl )pyrimidine 

20 hydrochloride; 

5-methyl-6-ethyl-2- ( 4-f luorophenylamino) -4- ( 1-methyl-l , 2 , 
3, 4- tetrahydroisoquinolin-2-yl) pyrimidine hydrochloride; 

5- methyl-6-ethyl-2- (N-methylphenylamino) -4- (1-methyl-l, 2, 
3, 4-tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride; 

25 2- (2-methyl-4-fluorophenylamino)-4-( 1-methyl-l, 2,3, 4-tetra- 
hydroisoquinolin-2-yl)cyclopenta[d]pyrimidine hydrochloride; 
2- ( 4-f luorophenylamino ) -4- (1-methyl-l , 2,3, 4-tetrahydroiso- 
quinolin-2-yl ) cyclopenta [ d Jpyrimidine hydrochloride; 
2- ( N-methylphenylamino ) -4- ( 1 -methy 1-1 , 2,3, 4-tetrahydroiso- 

30 quinolin-2-yl)cyclopenta[d]pyrimidine hydrochloride; 

2- ( 2-methyl-4-f luorophenylamino ) -4- ( 1-methyl-l , 2,3, 4-tetra- 
hydroisoquinolin-2-yl ) -5 , 6 , 7 , 8-tetrahydroquinazoline 
hydrochloride; 

2- (N-methylphenylamino) -4- (1-methyl-l , 2, 3, 4-tetrahydroiso- 
35 quinoline-2-yl) -5, 6,7, 8-tetrahydroquinazoline hydrochloride; 

6- methyl-2- ( 2-methyl-4-f luorophenylamino) -4- (1,2,3, 4-tetra- 
hydroisoquinolin-2-yl )pyrimidine hydrochloride; 



f 
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6-methyl-2- ( 4-f luorophenyl amino) -4- (1,2,3, 4-tetrahydroiso- 
quinoline-2-yl)pyrimidine hydrochloride; 

6-methyl-2- (N-methylphenylamino)-4- (1,2,3, 4-tetrahydroiso- 
quinolin-2-yl)pyrimidine hydrochloride; 
5 6-ethyl-2- ( 2-methyl-4-f luorophenylamino ) -4- ( 1 , 2 , 3 , 4-tetra- 
hydroisoquinolin-2-yl )pyrimidine hydrochloride; 
6-ethyl-2- ( 4-f luorophenylamino) -4- (1,2,3, 4-tetrahydroieo- 
quinolin-2-yl)pyrimidine hydrochloride; 

6-ethy 1-2 - ( N-methylphenylamino ) -4- ( 1 , 2 , 3 , 4- tet rahydroiso- 
10 quinolin-2-yl)pyrimidine hydrochloride; 

6-ethyl-2- ( 2-methylphenylamino) -4- (1,2,3, 4-tetrahydroiso- 
qumo lin- 2 -y 1 ) pyr imidine hydrochloride ; 

5 , 6-dimethyl-2- ( 2-methyl-4-f luorophenylamino ) -4- < 1 , 2 , 3 , 4- 
tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride; ' 
5 , 6-dimethyl-2- ( 4-f luorophenylamino) -4- (1,2, 3, 4-tetrahydro- 
isoquinolin-2-yl)pyrimidine hydrochloride; 
5 , 6-dimethy 1-2 - ( N-methylphenylamino ) -4- ( l , 2 , 3 , 4-tetrahydro- 
isoquinolin-2-yl)pyrimidine hydrochloride; 
5-methyl- 6-ethyl-2- ( 2-methyl-4-f luorophenylamino ) -4- ( 1 , 2 , 
3,4-tetrahydroisoquinolin-2-yl) P yrimidine hydrochloride; ' 
5-methyl-6-ethyl-2- ( 4-f luorophenylamino ) -4- ( 1 , 2 , 3 , 4-tetra- 
hydroisoquinolin-2-yl)pyrimidine hydrochloride; 

5- methyl-6-ethyl-2- (N-methylphenylamino ) -4- ( 1 , 2 , 3 , 4-tetra- 
hydroisoquinolin-2-yl)pyrimidine hydrochloride; 
2- ( 2-methyl-4-f luorophenylamino) -4- (1,2,3, 4-tetrahydroiso- 
quinolin-2-yl)cyclopenta[d)pyrimidine hydrochloride; 
2- ( 2-methyl-4-f luorophenylamino) -4- (1,2,3, 4-tetrahydroiso- 
quinolin-2-yl ) -5 , 6 , 7 , 8-tetrahydroquinazolinehydrochloride ; 
2- ( 4-f luorophenylamino ) -4- ( 1 , 2 , 3 , 4-tetrahydroisoquinolin- 
2-yl ) -5 , 6, 7 , 8-tetrahydroquinazoline hydrochloride; 
2- (N-methylphenylamino ) -4- ( 1 , 2 , 3 , 4-tetrahydroisoquinolin- 
2-yl ) -5 , 6 , 7 , 8-tetrahydroquinazoline hydrochloride ; 
2- ( 2 -methylphenylamino ) -4- ( 1 , 2 , 3, 4-te-rahydroisoquinolin- 
2-yl ) -5 , 6 , 7 , 8-tetrahydroquinazoline hydrochloride; 

6- methyl-2- ( 2-methyl-4-f luorophenylamino) -4- ( 7-methyl-4 , 5 , 

6,7-tetrahydrothieno[2,3-c]pyridin-6-yl)pyrimidine 
hydrochloride ; 



20 



25 
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6-methyl-4- ( 7-methyl-4 ,5,6, 7-tetrahydrothieno [ 2 , 3-c ] - 
py r idin- 6 -y 1 ) - 2 - ( 4 - f luoropheny lamino ) pyr imidine 
hydrochloride; 

6 -methy 1-2- (N-methylpheny lamino) -4- ( 7 -methy 1-4 , 5, 6, 7-tetra- 
5 hydrothienof 2, 3-c]pyridin-6-yl)pyrimidine hydrochloride; 

5 . 6 - dime thy 1- 2 - ( 2 -methy 1 -4 - f luoropheny lamino ) - 4- ( 7 -methy 1 - 
4,5,6, 7 - t etrahydrothieno [ 2 , 3 -c ] pyr idin- 6 -y 1 ) pyr imidine 
hydrochloride; 

5- methyl-2-(2-methyl-4-f luoropheny lamino) -4- (7-methyl-4 ,5, 
10 6 f 7-tetrahydrothieno[ 2, 3-c]pyridin-6-yl)-6-ethylpyrimidine 

hydrochloride ; 

6- methyl-4- ( 2-methyl-4-f luorophenylamino) -2- ( 1-methyl-l , 2 , 
3 , 4-tetrahydroisoquinolin-2-yl )pyrimidine hydrochloride; 

6 -methy 1-4- ( 4-f luoropheny lamino) -2- ( 1-methyl-l ,2,3, 4-tetra- 
15 hydroisoquinolin-2-yl)pyrimidine hydrochloride; 

6 -methy 1-4- ( 2 -methyl -4-f luoropheny lamino ) -2- ( 7 -methy 1-4 , 5 , 

6 . 7- tetrahydrothieno [ 2 , 3-c ]pyridin-6-yl )pyrimidine 
hydrochloride; 

6-methy 1-4- ( 4-f luoropheny lamino ) -2- ( 7-methyl-4 , 5 , 6 , 7-tetra- 
2 0 hydrothieno [ 2 , 3 -c ] pyr idin- 6 -y 1 ) pyr imidine hydrochloride ; 
6-ethyl-2- ( 2-methyl-4-f luorophenylamino ) -4- ( 1-methyl-l , 2 , 
3, 4-tetrahydroisoquinolin-2-yl) pyr imidine hydrochloride; 
6-ethyl-4- ( 2-methyl-4-f luorophenylamino ) -2- (1,2,3, 4-tetra- 
hydroisoquinolin-2-yl )pyrimidine hydrochloride; 
25 6-ethyl-4- ( 4-f luorophenylamino) -2- (1,2,3, 4-tetrahydroiso- 
quinolin-2-yl )pyrimidine hydrochloride; 

6-ethyl-4 - ( N-methylphenylamino ) -2- ( 1 , 2 , 3 , 4-tetrahydroiso- 
quinolin-2-yl )pyrimidine hydrochloride; 

5 , 6 -dime thy 1 - 4 - ( 2 -methy 1 - 4 - f luorophenylamino ) - 2 - ( 1 -methy 1 - 
30 1,2,3, 4-tetrahydroisoquinolin-2-yl ) pyr imidine hydrochloride; 
( R ) -5 , 6-dimethyl-4- ( 2-methy 1- 4-f luorophenylamino ) -2- ( 1- 
methyl-1 , 2 , 3 , 4-tetrahydroisoquinolin-2-yl )pyr imidine 
hydrochloride; 

( S ) -5 , 6-dimethyl-4- ( 2-methyl-4-f luorophenylamino) -2- 
35 ( 1-methyl-l , 2,3, 4-tetrahydroisoquinolin-2-yl )pyrimidine 
hydrochloride; 

5 , 6-dimethy 1-4- ( 4-f luorophenylamino ) -2- ( 1-methyl-l ,2,3,4- 
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tetrahydroisoquinolin-2-yl )pyrimidine hydrochloride; 

(R) -5 , 6-dimethyl-4- ( 4 -f luorophenylamino ) -2- ( 1-methyl-l , 2 , 

3, 4-tetrahydroisoquinolin-2-yl) pyrimidine hydrochloride; 

( S ) -5 , 6-dimethyl-4- ( 4-f luorophenylamino) -2- ( 1-methyl-l , 2 , 
5 3 , 4-tetrahydroisoquinolin-2 -yl ) pyrimidine hydrochloride ; 

5 , 6-dimethyl-4- (N-methylphenylamino ) -2- ( 1-methyl-l , 2 , 3 , 4- 

tetrahydroisoquinolin-2-yl )pyrimidine hydrochloride; 

( R) -5 , 6-dimethyl-4- ( N-methylphenylamino ) -2- ( 1-methyl-l , 2 , 

3 , 4-tetrahydroisoquinolin-2-yl )pyrimidine hydrochloride; 
10 ( S ) - 5 , 6 -dimethyl - 4 - ( N-methylphenylamino ) - 2 - ( 1 -methyl - 1 , 2 , 

3 / 4-tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride; 

5 , 6-dimethyl-4- ( 2-methyl-4-f luorophenylamino ) -2- ( 1,2,3,4- 

tetrahydroisoquinolin-2-yl)pyrimidine hydrochloride; 

5 , 6-dimethyl-4 - ( 4- f luorophenylamino) -2- (1,2,3, 4-tetrahydro 
15 isoquinolin-2-yl)pyrimidine hydrochloride; 

5 , 6-dimethyl-4- ( N-methylphenylamino ) -2- (1,2,3, 4-tetrahydro 

isoquinolin-2-yl )pyrimidine hydrochloride ; 

5 , 6-dimethyl-4- ( 2-methyl-4-f luorophenylamino ) -2- ( 7-methyl 

4,5,6, 7-tetrahydrothieno [ 2 , 3-c ]pyridin- 6-y 1 ) pyrimidine 
20 hydrochloride; 

5 , 6-dimethy 1-2- (7 -methyl-4 ,5,6, 7-tetrahydrothieno [ 2 , 3-c ] - 

pyridin-6-yl)-4-(4-f luorophenylamino )pyrimidine 

hydrochloride; 

5 , 6-dimethyl-4- (N-methylphenylamino ) -2- ( 7-methy 1-4 ,5,6,7- 
25 tetrahydrothieno[2, 3-c]pyridin-6-yl)pyrimidine 
hydrochloride; 

5-methyl-6-ethyl-4-(2-methyl-4-f luorophenylamino ) -2- (1- 
methyl-1 ,2,3, 4-tetrahydroiGoquinolin-2-yl )pyrimidine 
hydrochloride; 

30 4-(2-methyl-4-f luorophenylamino) -2- (1-methyl-l, 2, 3, 4-tetra- 
hydroisoquinolin-2-yl )cyclopenta[d]pyrimidine hydrochloride; 
2- ( 2 -methyl -4-f luorophenylamino) -4- ( 1-methyl-l , 2 , 3 , 4-tetra- 
hydroisoquinolin-2-yl ) -5 , 6 , 7 , 8-tetrahydroquinazoline 
hydrochloride ; and 

35 4-(2-methyl-4-f luorophenylamino) -2- ( 1, 2, 3, 4-tetrahydroiso- 
quinolin-2-yl ) -5 , 6 , 7 , 8-tetrahydroquinazoline hydrochloride . 
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,3, The compound of claim 1, wherein the 
pharmaceutical ly acceptable salts are hydrochlorides/ 
sulfates, phosphates, nitrates, tartrates, fumarates, 
citrates, mesylates or acetates of the pyrimidine derivative 
5 compounds of formulae (1-1) and (1-2). 

4. A process for preparing a pyrimidine derivative 
compound of formula (1-1), which comprises reacting a 
compound of formula(IV) with a compound of formula (V-l) or 
10 (V-2) to give a compound of f ormula(VI-l ) ; and reacting the 
compound of f ormula(VI-l ) with a compound of f ormula(VII ) : 



15 



20 




wherein A, B, R-,, R^ R 3 , R A , R 5 and R 6 are the same as 
defined in claim 1 . 

30 5. The process of claim 4, wherein the reaction of 

the compound of formula (IV) with the compound of formula 
(V-l) or (V-2) is carried out in the presence of a solvent 
selected from the group consisting of dichloromethane , 
acetone, acetonitrile and dimethylf ormamide, and a base 

35 selected from the group consisting : of triethylamine, 
N,N-dimethylaniline and pyridine. 
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6. A process for preparing a pyrimidine derivative 
compound of formula (1-2), which comprises: hydrolyzing a 
compound of formula (IV) at its 4-position to give a compound 
of formula (VI II); reacting the compound of formula (VIII) 
with a compound of formula (V-l) or (V-2) to give a compound 
of formula(IX); chlorinating the compound of formula(IX) at 
its 4-position to give a compound of formula (VI-2); and 
then reacting the compound of formula (VI-2) with a compound 
of formula (VII): 

ft ft 

HN* 




TJQ HN oO 



15 OV) (V-l) ( v-2) 

CI Ffe OH 



(VI-2) (VII) 
OH 



(VHI) 



!t6 



(IX) 



wherein A, B , R 1 , R 2 , R jr r <# Rj and R 6 are the same as 
defined in claim 1. 



7. The process of claim 6, where the reaction of the 

compound of formula (VIII) with the compound of formula 

(V-l) or (V-2) is carried out in the presence of a solvent 

selected from the group consisting of dichloromethane, 

35 acetone, acetonitrile and dimethyl formamide, and a base 

selected from the group consisting of triethylamine, 
N,N-dimethylaniline and pyridine. 
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8. Pyrimidine derivative compounds of formulae (Vl-1) 
and (VI-2) : 

B CI 

5 R4 -ifS R4 ~ifS 

(Vl-1) (VI-2) 
10 wherein B, R A and R 5 are the same as defined in claim 1. 

9. a process for preparing a compound of formula 
(VI-1), which comprises reacting a compound of formula(IV) 
with a. compound of formula (V-l) or (V-2): 



15 



fv-ifS HN "V> hn"St\ 

20 (|V) (V-1) (V-2) 

wherein R 4 , R 5 and R 6 are the same as defined in claim 1. 

10. The process of claim 9, wherein the reaction of 
25 the compound of formula (IV) with the compound of formula 

(V-l) or (V-2) is carried out in the presence of a solvent 
selected from the group consisting of dichloromethane, 
acetone, acetonitrile and dimethylf ormamide, and a base 
selected from the group consisting of triethylamine, 
30 N,N-dimethylaniline and pyridine. 

11. A process for preparing a compound of formula 
(VI-2), which comprises: hydrolyzing a compound of 
formula(IV) at its 4-position to give a compound of 

35 formula(VIII) ; reacting the compound of f ormula( VI I I ) with 
a compound of formula (V-l) or (V-2) to give a compound of 
formula(IX) ; and then chlorinating the compound of 
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formula (IX) at its 4-position: 



5 




OH V r ' 

(IX) 

15 (VIII) 

wherein R 4 , R 5 and R 6 are the same as defined in claim 1. 

12. The process of claim 11, wherein the reaction of 
20 the compound of formula (VIII) with the compound of formula 
(V-l) or (V-2) is carried out in the presence of a solvent 
selected from the group consisting of dichloromethane, 
acetone, acetonitrile and dimethyl formamide, and a base 
selected from the group consisting of triethylamine, 
25 N,N-dimethylaniline and pyridine. 



13. A pharmaceutical composition comprising a 
therapeutically effective amount of any of the pyrimidine 
derivative compounds of claim 1 and a pharmaceutical ly 
30 acceptable carrier. 
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